PCX 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCf) 



(51) International Patent Classification ^ : 

A61K 31/425, 31/44, 3^445, 31/47, 
31/50, 3^505, 31/535, 31/55, C07D 
277/82, 401/06, 407A)6, 409/06, 413/06, 
417/06, 471/04 



Al 



(11) International Publication Number: 
(43) International Publication Date: 



WO 99/24035 

20 May 1999 (20.05.99) 



(21) International Application Number: PCT/US98/23204 

(22) International Filing Date: 2 November 1 998 (02. 1 1 .98) 



(30) Priority Data: 
60/065,042 



10 November 1997 (10.1 1.97) US 



(71) AppUcant: BRISTOL-MYERS SQUIBB COMPANY 

[US/US]; P.O. Box 4000, Princeton, NJ 08543-4000 (US). 

(72) Inventors: DAS, Jagabandhu; 38 Martin Lane, Mercerville, NJ 

08619 (US). BARRISH. Joel, C; 46 Heather Valley Road. 
Holland, PA 18966 (US). WITYAK, John; 25 Jared Drive, 
Robbinsville, NJ 08691 (US). 

(74) Agents: SHER, Audrey, F. et al.; Bristol-Myers Squibb 
Company, P.O. Box 4000, Princeton, NJ 08543-4000 (US). 



(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB. GE, 
OH. GM, HU. ID, IL, IS, JP, KE. KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MD. MG, MK, MN, MW, MX, 
NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, 
TM, TR, TT, UA, UG, UZ, VN, YU, ZW, ARIPO patent 
(GH, GM, KE, LS, MW, SD, SZ, UG, ZW), Eurasian patent 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European patent 
(AT. BE, CH. CY, DE, DK, ES, FI, FR, GB, GR, IE, FT, 
LU. MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, 
CM, OA, ON, GW, ML, MR, NE, SN. TD, TG). 



Published 

With international search report. 



(54) Title: BENZOTHIAZOLE PROTEIN TYROSINE KINASE INHIBITORS 



(57) Abstract 



Novel benzothiazoles and salts thereof, pharmaceutical compositions containing such compounds, and methods of using such 
compounds in the treatment of protein tyrosine kinase-associated disorders such as immunologic disorders. 



FOR THE PURPOSES OF INFORMATION ONLY 
Codes used to identify States party to the PCX on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Annenta 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxcmboufg 


SN 


Senega] 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


sz 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GR 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turlcmenistan 


BF 


Buricina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HU 


Hungaiy 


ML 


Mali 


TV 


IVinidad and Tcb^ 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


ZW 


Zimbabwe 


CI 


C6ic d'lvoirc 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


FT 


Portugal 






cu 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






cz 


Czech Republic 


LC 


Saint Luda 


RV 


Russian Federation 






DB 


Germany 


LI 


Liechtenstein 


SO 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







wo 99/24035 



PCT/US98/23204 



QA207a 



BENZOTHIAZOLE 
PROTEIN TYROSINE KINASE INHIBITORS 



Field of the Invention 
10 The present invention relates to benzothiazoles and salts thereof, 

to methods of using such compounds in treating protein tyrosine kinase- 
associated disorders such as immunologic disorders, and to 
pharmaceutical compositions containing such compounds. 

1^ BackgiTOi nd of the Invention 

Protein tyrosine kinases (PTKs) are enzymes which, in conjuction 
with ATP as a substrate, phosphorylate tyrosine residues in peptides 
and proteins. These enzymes are key elements in the regulation of cell 
signaling including cell proliferation and cell differentiation. PTKs 

20 comprise, inter alia, receptor tyrosine kinases (RPTKs), including 

members of the epidermal growth factor kinase family (e.g., HERl and 
KER2), platelet derived growth factor (PDGF), and kinases that play a 
role in angiogenesis (Tie-2 and KDR); and, in addition, non-receptor 
tyrosine kinases, including members of the Syk, JAK and Src (e.g. src, 

25 fyn, lyn, Lck and blk) families (see Bolen, J.B., Rowley, R.B., Spana, C, 
and Tsygankov, A.Y., "The src family of tyrosine protein kinases in 
hemopoietic signal transduction", FASEB J., 6, 3403-3409 (1992); Ullrich, 
A. and Schlessinger, J., "Signal transduction by receptors with tyrosine 
kinase activity'\ Cell, 61, 203-212 (1990); and Ihle, J.N., ^The Janus 

30 protein tyrosine kinases in hematopoetic cytokine signaling'', Sem. 
Immunol,, 7, 247-254 (1995)). 

Enhanced activity of PTKs has been implicated in a variety of 
malignant and nonmalignant proUferative diseases. In addition, PTKs 
play a central role in the regulation of cells of the immxme system. PTK 
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inhibitors can thus impact a wide variety of oncologic and immunologic 
disorders. Such disorders may be ameUorated by selective inhibition of a 
certain receptor or non-receptor PTK, such as Lck, or due to the 
homology among PTK classes, by inhibition of more than one PTK by an 
inhibitor. 

A PTK of particular interest is Lck which is found in T cells where 
it is involved in phosphorylating key protein substrates. It is required for 
productive antigen receptor signaUng and cell activation. In the absence 
of Lck activity, the T cell receptor (TCR) zeta chain is not phosphorylated, 
the kinase ZAP-70 is not activated, and Ca^* mobilization essential for T 
cell activation does not occur (see Weiss, A. and Littman, D.R., "Signal 
transduction by lymphocyte antigen receptors", Cell, 76, 263-274 (1994); 
Iwashima, M., Irving, B.A., van Oers, N.S.C., Chan, A.C., and Weiss, 
A., "Sequential interactions of the TCR with two distinct cytoplasmic 
tyrosine kinases", Science, 263, 1136-1139 (1994); and Chan, A.C., Dalton, 
M., Johnson, R., Kong, G., Wang, T., Thoma, R., and Kurosaki, T., 
"Activation of ZAP-70 kinase activity by phosphorylation of tyrosine 493 is 
required for lymphocyte antigen receptor function", EMBO J., 14, 2499- 
2508 (1995)). Inhibitors of Lck are thus useful in the treatment of T-cell 
mediated disorders such as chronic diseases with an important T cell 
component, for example rheimiatoid arthritis, multiple sclerosis and 
lupus, as well as acute diseases where T cells are known to play an 
essential role, for example acute transplant rejection and delayed-type 
hypersensitivity (DTH) reactions. 

Siimmnty nf fli e Invention 
The present invention provides benzothiazole compoxmds of the 
following formula I and salts thereof, for use as protein tyrosine kinase 
inhibitors: 
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N y/^'^' 



Xi X2 

where 

p is 0, 1, 2 or 3; 

Xi and Xg are each hydrogen, or together form =0 or =S; 
5 each Rj is independently selected from: 

(1) hydrogen or Rg, 

where Rg is alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkjrl, aryl, 
aralkyi, heterocyclo, or heterocycloalkyl, each of 
10 which is unsubstituted or substituted with Z^, Zj and 

one or more (preferably, one or two) groups Zg; 

(2) -OHor-ORg; 

(3) -SH or -SRg; 

(4) -C(0)^H, -C(0),Rg, or .O.C(0)qRg, where q is 1 or 2; 
15 (6) ^SOgHor-SCO^Rg; 

(6) halo; 

(7) cyano; 

(8) nitro; 

(9) -Z4.NR7R3; 

20 (10) -Z,-N(R,)-Z5.NRioRn; 

(11) -Z,-N(R,2)-Z5-Rg; 

(12) .HOXORg)^; 

(13) any two groups may together be alkylene or alkenylene 

completing a 3- to 8-membered saturated or 
25 unsaturated ring together with the carbon atoms to 

which they are attached, which ring is unsubstituted 
or substituted with Z^, Zg and Z3; or 

(14) any two groups Rj may, together with the carbons to which 

they are attached, form a heterocyclo group, which 
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group is unsubstituted or substituted with Z„ and 

Z3; 

Rj and R3 are each independently: 
(1) hydrogen or Rj; 
5 (2) -Z.-Rei or 

(3) -Z^-NR^Rg; 
and 

(1) are each independently hydrogen or Rg; or 

(2) together with the nitrogen atom to which they are attached 
10 complete a 3- to 8-membered saturated or 

unsaturated heterocyclic ring which is unsubstituted 
or substituted with Z^, and Z3, which heterocyclic 
ring may optionally have fused to it a benzene ring 
itself xmsubstituted or substituted with Z^, Zg and Z3; 
15 R7, Rg, Rg, Rio, R^i and Rjg: 

(1) are each independently hydrogen or R^; 

(2) R7 and Rg may together be alkylene or alkenylene, 

completing a 3- to 8-membered saturated or 
unsaturated ring with the nitrogen atom to which 
20 they are attached, which ring is imsubstituted or 

substituted with Z^, Zg and Zg; or 

(3) any two of R9, Rjo and R^ may together be alkylene or 

alkenylene completing a 3- to 8-membered saturated 
or unsaturated ring together with the nitrogen atoms 
25 to which they are attached, which ring is 

unsubstituted or substituted with Z^, Zg and Z3; 

Ri3 is: 

(1) cyano; 

(2) nitro; 
30 (3) -NH2; 

(4) -NHOalkyl; 

(5) -OH; 

(6) -NHOaryl; 
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(7) -NHCOOalkyl; 

(8) -NHCOOaryl; 

(9) -NHSOjalkyl; 

(10) -NHSOaaryl; 
5 (11) aryl; 

(12) heteroaryl; 

(13) -Oalkyl; or 

(14) -Oaryl; 
Ri4 is: 

10 (1) -NO2; 

(2) -COOalkyl; or 

(3) -COOaryl; 

Zj, Z2 and Z3 are each independently: 

(1) hydrogen or Zg, where Zg is (i) alkyl, alkenyl, alkynyl, 
15 cycloalkyl, cycloalkylalkyl, cycloalkenyl, 

cycloalkenylalkyl, aryl, aralkyl, alkylaryl, 
cycioalkylaryl, heterocyclo, or heterocycloalkyl; (ii) a 
group (i) which is itself substituted by one or more of 
the same or different groups (i); or (iii) a group (i) or 
20 (ii) which is substituted by one or more of the 

following groups (2) to (16) of the definition of Zj, 
and Z3; 

(2) -OH or -OZg; 

(3) -SH or -SZe; 

25 (4) -C(0),H,-C(0),Z6,or-0-C(0),Ze; 

(5) -S03Hor-S(0),Z5;. 

(6) halo; 

(7) cyano; 

(8) nitro; 

30 (9) -Z.-NZ^Zg; 

(10) -Z4-N(Z9)-Z5-NZ,Za; 

(11) .Z,-N(Z,o)-Z5-Z8; 

(12) -Z,.N(Z,o)-Z5.H; 
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(13) oxo; 

(14) -0-C(0)-Z6; 

(15) any two of Zj, Zg, and Z3 may together be alkylene or 

alkenylene completing a 3- to 8-membered saturated 
5 or unsaturated ring together with the atoms to which 

they are attached; or 

(16) any two of Zi, Zj, and Z3 may together be -0-(CH2)q-0-; 
Z4 and Zg are each independently: 

(1) a single bond; 
10 (2) -Zii-S(0),-Zi2-; 

(3) -Zi,-C(0)-Z,2-; 

(4) -Z„-C(S).Zi2S 

(5) -Z11.O-Z12-; 

(6) "Z^i-S-Zig-; 

15 (7) .Z„-0-C(0)-Z„s or 

(8) -Zii.C(0)-0-Zi2S 
Z7, Zg, Zg and Z^^. 

(1) are each independently hydrogen or Zg; 

(2) Z7 and Zg, or Zg and Zjq, may together be alkylene or 

20 alkenylene, completing a 3- to 8-membered saturated 

or unsaturated ring together with the atoms to which 
they are attached, which ring is imsubstituted or 
substituted with Z^, Zj and Z3; or 

(3) Z^ or Zg, together with Z9, may be alkylene or alkenylene 
25 completing a 3- to 8-membered saturated or 

unsaturated ring together with the nitrogen atoms to 
which they are attached, which ring is unsubstituted 
or substituted with Z^, Zj and Z3; 
Z^i and Z12 are each independently: 
30 (1) a single bond; 

(2) alkylene; 

(3) alkenylene; or 

(4) alkynylene; 
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is: 



(1) 


a single bond; 


(2) 


-Z„.S(0),-Z,j-; 


(3) 


-Zn-C(0)-Zi2-; 


(4) 


-Zii-C(S)-Zu-; 


(5) 


-Zii-0-Zi2-; 


(6) 


-Zii-S-Zi2-; 


(7) 


-Zn-0-C(0)-Zi2-; 


(8) 


-Zii-C(0)-0-Z„-; 


(9) 


-C(NRi3)-; 


(10) 


-C(CHR„)-; or 


(11) 


-C(C(R„)2)-. 



15 Detailed Description of the Invention 

The following are definitions of terms used in this specification. 
The initial definition provided for a group or term herein applies to that 
group or term throughout the present specification, individually or as 
part of another group, unless otherwise indicated. 

20 The terms "alk" or "alkyl" refer to straight or branched chain 

hydrocarbon groups having 1 to 12 carbon atoms, preferably 1 to 8 csirbon 
atoms. The expression "lower alkyl" refers to alkyl groups of 1 to 4 
carbon atoms. 

The term "alkenyl" refers to straight or branched chain 

25 hydrocarbon groups of 2 to 10, preferably 2 to 4, carbon atoms having at 
least one double bond. Where an alkenyl group is bonded to a nitrogen 
atom, it is preferred that such group not be bonded directly through a 
carbon bearing a double bond. 

The term "alkynyl" refers to straight or branched chain 

30 hydrocarbon groups of 2 to 10, preferably 2 to 4, carbon atoms having at 
least one triple bond. Where an alkynyl group is bonded to a nitrogen 
atom, it is preferred that such group not be bonded directly through a 
carbon bearing a triple bond. 
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The term "alkylene" refers to a straight chain bridge of 1 to 5 
carbon atoms connected by single bonds (e.g., -(CH2)x- wherein x is 1 to 
5), which may be substituted with 1 to 3 lower alkyl groups. 

The term "alkenylene" refers to a straight chain bridge of 2 to 5 
5 carbon atoms having one or two double bonds that is connected by single 
bonds and may be substituted with 1 to 3 lower alkyl groups. Exemplary 
alkenylene groups are -CH=CH-CH=CH-, .CH2-CH=rCH-, 
-CH2-CH=CH-CH2-, -C(CH3)2CH=CH- and -CH(C2H5).CH=CH-. 

The term "alkynylene" refers to a straight chain bridge of 2 to 5 
10 carbon atoms that has a triple bond therein, is connected by single 

bonds, and may be substituted with 1 to 3 lower alkyl groups. Exemplary 
alkynylene groups are -CsC-, -CH2-C = C-, -CH(CH3)-C = C- and 
-C = C.CH(C2H5)CH2-. 

The terms "ar'* or "aryl" refer to phenyl, naphthyl and biphenyl. 
15 The terms "cycioalkyl" and "cycloalkenyl" refer to cyclic 

hydrocarbon groups of 3 to 12 carbon atoms. 

The terms "halogen" and "halo" refer to fluorine, chlorine, 
bromine and iodine. 

The term "unsaturated ring" includes partially unsaturated and 
20 aromatic rings. 

The terms 'lieterocycle", "heterocycUc" or "heterocyclo" refer to 
fully saturated or unsaturated, including aromatic ("heteroaryD or 
nonaromatic cyclic groups, for example, 4 to 7 membered monocychc, 7 
to 11 membered bicyclic, or 10 to 15 membered tricycUc ring systems, 
25 which have at least one heteroatom in at least one carbon 

atom-containing ring. Each ring of the heterocyclic group containing a 
heteroatom may have 1, 2, 3 or 4 heteroatoms selected from nitrogen 
atoms, oxygen atoms and/or sulfur atoms, where the nitrogen and 
sulfur heteroatoms may optionally be oxidized and the nitrogen 
30 heteroatoms may optionally be quatemized. The heterocyclic group may 
be attached at any heteroatom or carbon atom of the ring or ring system. 

Exemplary monocyclic heterocyclic groups include pyrrolidinyl, 
pyrrolyl, psnrazolyl, oxetanyl, pyrazolinyl, imidazolyl, imidazolinyl, 
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immazoliciinyl, oxazolyl, oxazolidinyl, isoxazolinyl, isoxazolyl, thiazolyl, 
thiadiazolyl, thiazolidinyl, isothiazolyl, isothiazolidinyl, furyl, 
tetrahydrofiiryl, thienyl, oxadiazolyl, piperidinyl, piperazinyl, 
2-oxopiperazinyl, 2-oxopiperidinyl, 2-oxopyrrolo(imyl, 2-oxoazepiiiyl, 
5 azepinyl, 4-piperidonyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, 
tetrahydropyranyl, morpholinyl, thiamorpholinyl, thiamorpholinyl 
sulfoxide, thiamorpholinyl sulfone, 1,3-dioxolane and 
tetrahydro-l,l-dioxothienyl, and the like. 

Exemplary bicyclic heterocyclic groups include indolyl, 
10 benzothiazolyl, benzoxazolyl, benzodioxolyl, benzothienyl, quinuchdinyl, 
quinolinyl, tetra-hydroisoquinolinyl, isoquinolinyl, benzimidazolyl, 
benzopyranyl, indolizinyl, benzofiiryl, chromonyl, coumarinyl, 
benzopyranyl, cinnolinyl, quinoxalinyl, indazolyl, pyrrolopyridyl, 
fiiropyridinyl (such as furo[2,3-c]pyridinyl, fLiro[3,2-b]pyridinyl] or 
15 furo[2,3-b]pyridinyl), dihydroisoindolyl, dihydroquinazoUnyl (such as 
3,4-dihydro-4-oxo-qmnazolinyl), tetrahydroquinolinyl and the like. 

Exemplary tricyclic heterocyclic groups include carbazolyl, 
benzidolyl, phenanthrolinyl, acridinyl, phenanthridinyl, xanthenyl and 
the like. 

20 Where q is 1 or 2, ''-C{0\W denotes -C(0)-H or -C(0)-OH; 

"-C(0)qRg" or "-C(0)qZ6" denote, respectively, -C(0)-R6 or -C(0)-ORe, or 
-C(0)-Z6 or .C(0)-OZe; "-O.C(0)qR6" or "-0-0(0)^2^" denote, respectively, 
-0-C(0)-Re or -0-C(0)-ORe, or -0-C(0).Z6 or -0-C(0).OZe; and ".S(0)^Re" or 
'^-SCOqZe" denote, respectively, -SO-Rg or -SO^-Rg, or -SO-Zg or -SOg-Zg. 

25 Compoiinds of the formula I may in some cases form salts which 

are also within the scope of this invention. Reference to a compoimd of 
the formula I herein is understood to include reference to salts thereof, 
unless otherwise indicated. The term "salt(s)", as employed herein, 
denotes acidic and/or basic salts formed with inorganic and/or organic 

30 acids and bases. Zwitterions (internal or inner salts) are included 
within the term "salt(s)" as vised herein (and may be formed, for 
example, where the R substituents comprise an acid moiety such as a 
carboxyl group). Also included herein are quaternary ammonium salts 
such as alkylammonium salts. Pharmaceutically acceptable (i.e., non- 
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toxic, physiologically acceptable) salts are preferred, although other 
salts are useful, for example, in isolation or purification steps which 
may be employed during preparation. Salts of the compounds of the 
formula I may be formed, for example, by reacting a compound I with 
5 an amount of acid or base, such as an equivalent amount, in a medium 
such as one in which the salt precipitates or in an aqueous medium 
followed by lyophilization. 

Exemplary acid addition salts include acetates (such as those 
formed with acetic acid or trihaloacetic acid, for example, trifluoroacetic 

10 acid), adipates, alginates, ascorbates, aspartates, benzoates, 

benzenesulfonates, bisulfates, borates, butjrrates, citrates, camphorates, 
camphorsulfonates, cyclopentanepropionates, digluconates, 
dodecylsulfates, ethanesulfonates, fumarates, glucoheptanoates, 
glycerophosphates, hemisulfates, heptanoates, hexanoates, 

15 hydrochlorides, hydrobromides, hydroiodides, 

2-hydroxyethanesulfonates, lactates, maleates, methanesulfonates, 
2-naphthalenesulfonates, nicotinates, nitrates, oxalates, pectinates, 
persulfates, 3-phenylpropionates, phosphates, picrates, pivalates, 
propionates, salicylates, succinates, sulfates (such as those formed with 

20 sulfuric acid), sulfonates (such as those mentioned herein), tartrates, 
thiocyanates, toluenesulfonates such as tosylates, imdecanoates, and the 
like. 

Exemplary basic salts (formed, for example, where the R 
substituents comprise an acidic moiety such as a carboxyl group) 

25 include ammonium salts, alkali metal salts such as sodium, lithium, 
and potassium salts, alkaline earth metal salts such as calcium and 
magnesium salts, salts with organic bases (for example, organic 
amines) such as benzathines, dicyclohexylamines, hydrabamines, 
N-methyl-D-glucamines, N-methyl-D-glucamides, t-butyl amines, and 

30 salts with a min o acids such as arginine, lysine and the like. The basic 
nitrogen-containing groups may be quatemized with agents such as 
lower alkyl halides (e.g. methyl, ethyl, propyl, and butyl chlorides, 
bromides and iodides), dialkyl sulfates (e.g. dimethyl, diethyl, dibutyl, 
and diamyl sulfates), long chain hahdes (e.g. decyl, lauryl, myristyl and 
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stearyl chlorides, bromides and iodides), aralkyl halides (e.g. benzyl and 
phenethyl bromides), and others. 

Prodrugs and solvates of the compounds of the invention are also 
contemplated herein. The term "prodrug", as employed herein, denotes 
5 a compound which, upon administration to a subject, undergoes 
chemical conversion by metabolic or chemical processes to sdeld a 
compoimd of the formula I, or a salt and/or solvate thereof. Solvates of 
the compoimds of formula I are preferably hydrates. 

All stereoisomers of the present compoimds, such as those which 
10 may exist due to asymmetric carbons on the R substituents of the 

compoimd of the formula I, including enantiomeric and diastereomeric 
forms, are contemplated within the scope of this invention. Individual 
stereoisomers of the compounds of the invention may, for example, be 
substantially free of other isomers, or may be admixed, for example, as 
15 racemates or with all other, or other selected, stereoisomers. The chiral 
centers of the present invention can have the S or R conj&guration as 
defined by the lUPAC 1974 Recommendations. 

Throughout the specification, groups and substituents thereof are 
chosen to provide stable moieties and compounds. 

20 

Preferred Compounds 
Compounds of the formula I, and salts thereof, wherein one or 
more, and especially all, of p, Xj, Xg, Rj, R2, R3, R4, and R5 are selected 
from the following definitions, are preferred compounds of the present 
25 invention: 

p is 0 or 1; 

each Rj is independently selected fix)m hydrogen, halo, alkyl or 
alkoxy; 

and X2 together form =0 or =S; 
30 R2 is hydrogen; 

Rg is selected fi-om hydrogen, alkyl, -Z^-R^ or -Zig-NR^Rg; 
R4 is hydrogen; and 

R5 is selected from aryl groups which are substituted with Z^, Zj 
and one or more (such as one or two) groups Z3. 

.11- 
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buch compoimds where the group -C(X,)(X2)-N(R4)(R5) of formula I is 
bonded at the 6-position of the benzothiazole core are particularly 
preferred. 

5 Methods of Preparation 

The compounds of the formula I may be prepared by methods 
such as those illustrated in the following Schemes A to C and I to X. 
Solvents, temperatures, pressures, and other reaction conditions may 
readily be selected by one of ordinary skill in the art. All documents cited 
10 are incorporated herein by reference in their entirety. Starting 

materials are commercially available or readily prepared by one of 
ordinary skill in the art. 

Therefore, one of ordinary skill in the art, upon reading this 
specification and the documents cited herein, is fully taught how to 
15 make the compounds claimed herein. 
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Scheme A illustrates a general method for forming compotmd 
la, which is a compound of the formula I where Xj and together form 
=0. As shown in Scheme A, a 2-amino substituted 
benzothiazolecarboxyate ii may be prepared by reacting an appropriately 
5 substituted aminobenzoate i with sodium or potassium thiocyanate and 
bromine in an acidic solvent such as acetic acid (see U.S. Patent No. 
5,496,816). R* is a carbo:Qrl protecting group such as alkyl or arylalkyl. 

Compound la where and Rg are hydogen may be formed by 
saponification of u followed by reaction with amine ig by methods known 

10 in the art. Alternatively, ii may be reacted with K^L where L is a leaving 
group such as halogen (for example, in equimolar portions), optionally 
followed by reaction with RgL (for example, in equimolar portions) to 
form m. The compoamd in may then be saponified and reacted with 
amine w to form la where and/or R3 are other than hydrogen. 

15 Methods for preparing preferred substituents on the 

compounds I are illustrated in the following Schemes I to X. 
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Scheme B illustrates a general method for forming compound 
lb, which is a compound of the formula I where Xj and Xg together form 
=S. As shown in Scheme B, the compound of the formula la obtained in 
Scheme A may be converted into the corresponding thioamide lb using a 
reagent such as Lawesson's reagent (2,4-bis(4-methoxyphenyl)-l,3- 
dithia-2,4-diphosphetane-2,4-disulfide (see Bull Soc. Chim. Belg., 87, 223 
(1978)). 

Methods for preparing preferred substituents on the 
compounds I are illustrated in the following Schemes I to X. 
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Scheme C illustrates a general method for forming compound 
Ic, which is a compound of the formula I where Xj and X2 are each 
hydrogen. As shown in Scheme C, the compound of the formula lb 
obtained in Scheme B may be converted into the corresponding amine Ic 
10 by reduction, for example, by reaction with Raney nickel. 

Methods for preparing preferred substituents on the 
compoxmds I are illustrated in the following Schemes I to X. 
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As shown in Scheme I, carboxylate n can be reacted with a 
chloroformate or dicarbonate to form 1. Compound 1 can be treated with 
a base such as sodium hydride, sodium/potassium 
hexamethyldisilazide, or lithium diisopropylamide (LDA) and an 
alkylating agent RgX where X is halogen and Rj is preferably alkyl, 
arylalkyl, or cycloalkylalkyl, and then saponified with an aqueous base 
such as potassium hydroxide to give 2. Compound 1 may, alternatively, 
be simply saponified with an aqueous base such as potassium hydroxide 
to give 3 where Eg is hydrogen. 

Acid 2 may be reacted with an amine iv using reaction 
conditions well known in the art for peptide bond sjnithesis (see, for 
example, Bodanszky and Bodanszky, The Practice of Peptide Chemistry, 
Springer-Verlag, 1984; Bodanszky, Principles of Peptide Synthesis, 
Springer-Verlag, 1984) to give the compound Id which a compound of the 
formula I where Xj and X^ together form =0, Rg is COORg, and, since 2 
is the starting material, Rj is preferably alkyl, arylalkyl or 
cycloalkylalkyl. For example, reagents which activate the carboxyl 
group of 2 for reaction with the amine iv include bis-(2-oxo-3- 
oxazolidinyD-phosphinic chloride (BOP chloride), benzotriazoM-yloxy- 
tris-(dimethylamino)phosphoni\mi hexafluorophosphate (BOP reagent), 
[0-(7-azabenzotriazol-l-yl)-l,l,3,3-tetramethyluroniinn] 
hexafluorophosphate (HATU), and carbodiimides such as 
dicyclohexylcarbodiimide (DOC) or 3-ethyl-3'- 
(dimethylamino)propylcarbodiimide (EDCI) either alone or in 
combination with a hydroxybenztriazole. Alternatively, the activated 
ester intermediate can be isolated and then treated with the appropriate 
amine 12 in a nonprotic solvent such as tetrahydrofuran (THF) or 
dimethylformamide (DMF) in the presence of a base, for example, an 
organic base such as sodium/potassimn hexamethyldisilazide, 
triethylamine, diisopropylethylamine or l,8-diazabicycloI5.4.0]undec-7- 
ene (DBU), or an inorganic base such as sodiimi, potassium or cesixmi 
carbonate or sodium or potassium hydride. Alternatively, the acid 
haUde of 2 may be prepared, for example, by reaction with thionyl 
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chloride or oxalyl chloride, followed by subsequent reaction with amine 
fir to provide compound Id. 

Similar reactions employed above for the conversion of 2 to Id 
may be used to convert 3 to Id where, in the latter, is hydrogen* 
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As shown in SScheme 11, acid 4 where Rj and Rg are not hydrogen 
and are selected such that the nitrogen to which they are attached is 
non-basic, is reduced to the aldehyde §by methods well know in the art 
(see March, Advanced Organic Chemistry, Wiley, 1985). For example, 
5 the acid 4 may be converted to its corresponding ester followed by 

reduction with diisobutylaluminimi hydride. Alternatively, the acid 4 
may be reduced to the corresponding primary alcohol, for example, by 
treatment with borane/THF, LiAlH^, or via reduction of a mixed 
anhydride, followed by subsequent oxidation to the aldehyde §.using 
10 Cr(VI) (e.g., pyridinium chlorochromate, "PCC") or under Swem or 
MofFatt conditions (e.g., (COCDs/dimethylsulfoxide). The starting acid 4 
may be obtained, for example, by saponification of iu. 

Reductive amination (see Hudlicky, Reductions in Organic 
Chemistry, Wiley, 1984) of aldehyde 5 with amine in the presence of a 
15 reducing agent such as NaBHgCN, NaBH(0Ac)3 (Ac = acetyl) or 

hydrogen and a palladiimi catalyst produces the amine compound le, 
which is a compound of the formula I where Xj and are each 
hydrogen and Rg and Rg are each not hydrogen. 
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As shown in Scheme III, reduction of the acid 4 to a primary 
alcohol (for example, by treatment with borane/tetrahydrofuran, LiAlH^, 
or via reduction of a mixed anhydride), followed by conversion by 
methods well known in the art (see March, Advanced Organic 
5 Chemistry, Wiley, 1985), provides 6 which contains a leaving group such 
as a halide, tosylate (OTs), mesylate (OMs) or triflate (OTf). The groups 
and R3 are selected such that the resulting nitrogen to which they are 
attached is non-basic. Compound g can then be converted into 
compound If, which is a compound of the formula I where Xj and are 
10 each hydrogen, by a displacement reaction with amine preferably 
where amine j£ is used in excess. 
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Scheme IV illustrates methods which may be used for the 
preparation of formula I compoxmds (that is, Ih, li, Ij, Ik and II) where 
R2 is any group as defined and R3 is an acyl or thioacyl group, and X2 
are not hydrogen, and Rj is not a primary or secondary amine. The 
5 starting compound Ig can be prepared by suitable methods described 
herein. 

Amide Ih can be prepared by treatment of amine compound Ig 
with a carbo^qrhc acid 7 in the presence of reagents which activate the 
carboxyl group for reaction as described above, for example BOP reagent, 
10 HATU, and carbodiimides such as DCC or EDCI either alone or in 

combination with a hydroxybenztriazole. Alternatively, the acid halide 8 
may be reacted with amine compound Ig in the presence of an acid 
scavenger such as diisopropylethylamine. The corresponding thioamide 
li can be prepared by the treatment of amide Ih (where X^Xj ^ O) with 
15 Lawesson's reagent as described above. 

Carbamate Ij can be prepared by treatment of amine compound Ig 
with a chloroformate S or dicarbonate 10 in the presence of an acid 
scavenger such as diisopropylethylamine. 

The urea Ik may be prepared by treatment of amine compound Ig 
20 with either: 1) a chloroformate 9, such as phenylchloroformate, followed 
by reaction with an amine 11; 2) a carbamoyl chloride 12 in the presence 
of an acid scavenger such as diisopropylethylamine; or 3) reaction with 
an isocyanate 13a (where R, in Ik = H). The corresponding thiourea II 
may be prepared by treatment of amine compound Ig with a 
25 thioisocyanate 13b . 

R^ is selected from those groups included in the definition of Rg 
such that the group -C(=A)-R^ is an acyl or thioacyl group within the 
definition of Rg. R^ and R^ are selected from those groups included in the 
definitions of R^ and R3, such that the group -C(=A)-N(Rb)(R,) is an acyl 
30 or thioacyl group within the definition of R3. 
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Scheme V illustrates a method which can be used for the 
preparation of In, which is a compound of the formula I where Rg is any 
group as defined other than acyl, and which is selected such that the 
nitrogen to which it is attached is basic, Rg is alkyl, cycloalkyl, 
5 cycloalkylalkyl, cycloalkenylalkyl, aralkyl, or saturated heterocycle, and 
Xi and X2 together are oxygen. The starting compounds Im and lo can 
be prepared by suitable methods described herein. 

As shown in Scheme V, amine compound Im is reacted with an 
aldehyde or ketone 14 under reductive amination conditions described 

10 above to give the amine In. Compoxmd In may also be prepared by 

treatment of an amino benzothiazole lo, where and R3 are hydrogen, 
with t-butyl nitrite or sodium nitrite in the presence of a copper (I) halide 
to give the hsJo-substituted benzothiazole 15, followed by displacement 
with amine 33 in the presence of a base such as sodium or potassium 

15 hydride or the like (see Lee et al., J. Heterocyclic Chemistry, 22, 1621 
(1985)). 

R^j and R^ are independently selected from hydrogen, alkyl, aryl, 
cycloalkyl or cycloalkenyl, or together are alkylene or alkenylene 
completing a 3- to 8-membered satxirated or unsaturated ring, such that 
20 the group -CH(Rd)(Re) is a group within the definition of R3. 
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As shown in Scheme VI, when Rg is any group as defined other 
than acyl, and is selected such that the nitrogen to which it is attached is 
basic, Rg is aryl or heteroaryi, and and Xg are not hydrogen, amine 
compound Ip may be reacted with a halophenyl or haloheteroaromatic 
group 17 in the presence of a palladium (0) catalyst (see J. Am, Chem. 
Soc, 118, 7215 (1996)) to give amine Iq, where Iq is a compound of the 
formula I having the particular substituents described in this Scheme. 
The starting compoimd Ip can be prepared by suitable methods 
described herein. 



-28- 



wo 99/24035 



PCTAJS98/23204 



Scheme VII 



R2 any group as defined 
R3 = heteroaryl 





Xi X2 

IE 



X = CI, Br 



5 



10 



As shown in Scheme VII, when is £iny group as defined and R3 
is a heteroaromatic group, amine compound Ir may be reacted with a 2- 
halosubstituted heteroaromatic compound 17 where Q, together with 
atoms to which is is bonded, forms a 5- or 6-membered monocychc or 10- 
to 12-membered bicycUc heteroaromatic group (such as forming 2- 
chloropyridine or 2-chlorop3aimidine) to give the amine Is, where Is is a 
compound of the formula I having the particular substituents described 
in this Scheme. The starting compound Ir can be prepared by suitable 
methods described herein. 
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Scheme VIII 




5 

As shown in Scheme VIII, thiourea compound II (where and Xj 
are not hydrogen) may be reacted with the appropriate amine in the 
presence of bis-(2-oxo-3-oxazolidinyl)phosphinic chloride (BOP chloride) 
benzotriazol-l-yloxy-tris(dimethylamino)phosphonium 

10 hexafluorophosphate (BOP-reagent), IO-(7-a2abenzotria2ol-l-yl)-l,l,3,3- 
tetramethyluroniximjhexafluorophosphate (HATU) and carbodiimide, 
such as dicyclohexyl carbodiimide (DCC) or 3-ethyl-3*- 
(dimethylamino)propyl carbodiimide (EDCI) or diisopropyl CEirbodiimide 
(DIG) in the presence of an organic base such as triethylamine, 

15 diisopropylethylamine or dimethylaminop3nridine in solvents such as 
dimethylformamide, dichloromethane or tetrahydrofuran to form 
compound It. 

Alternatively, Compound H can be reacted with the appropriate 
amine in the presence of a mercury (II) salt such as mercuric chloride 
20 to form It, or by other methods known in the literature. 
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Scheme IX 




5 As shown in Scheme IX, amine Ip (where Xj and X2 are not 

hydrogen) can be reacted with diphenylcyanocarbonimidate either alone 
or in the presence of a base such as sodium hydride, sodium 
hexamethyldisilazide or dimethylaminopjnidine in acetonitrile or 
tetrahydrofuran, dimethylformamide at room temperature or elevated 
10 temperature to form intermediate compoimd lu which can be reacted 
with an amine (R^RgNH) to form compound It (where R=cyanide). 
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Scheme X 





5 As shown in Scheme X, compound Ip (where X^ and X^ are not 

hydrogen) can be reacted with 17 or 18 either alone or in the presence of a 
base such as sodium hydride, sodiiun hexamethyl disilazide or 
dimethylaminopyridine in dimethyl formamide or tetrahydrofuran at 
room temperature or higher to form compounds Iv or Iw respectively 
10 which can be reacted with an amine (R^RgNH) at room temperature or 
higher to form compoxmds Ix or ly respectively. 
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Utility 

The compounds of the present invention inhibit protein tyrosine 
kinases, especially Lck and, to varying degrees, other Src family kinases 
such as Fyn, Lyn, Src, Yes, Hck, Fgr and Blk. They are thus useful in 
5 the treatment, including preventiori and therapy, of protein tyrosine 
kinase-associated disorders such as immunologic and oncologic 
disorders. 'TProtein tyrosine kinase-associated disorders'' are those 
disorders which result from aberrant tyrosine kinase activity, and/or 
which are alleviated by the inhibition of one or more of these enzjrmes. 

10 For example, Lck inhibitors are of value in the treatment of a number of 
such disorders (for example, the treatment of autoimmune diseases), as 
Lck inhibition blocks T cell activation. 

Compoimds of the present invention inhibit T cell activation. 
The treatment of T cell mediated diseases, including inhibition of T cell 

15 activation and proliferation, is a particularly preferred embodiment of 
the present invention. Compounds which selectively inhibit T cell 
activation and proliferation are preferred. Compounds of the present 
invention which block the activation of endothelial cell PTK by oxidative 
stress, thereby limiting surface expression of adhesion molecules that 

20 induce neutrophil binding, and which inhibit PTK necessary for 
neutrophil activation are useful, for example, in the treatment of 
ischemia and reperfusion injury. 

The present invention thus provides methods for the treatment 
of protein tyrosine kinase-associated disorders, comprising the step of 

25 a dmini stering to a subject in need thereof at least one compound of the 
formula I in an amount effective therefor. Other therapeutic agents 
such as those described below may be employed with the inventive 
compounds in the present methods. In the methods of the present 
invention, such other therapeutic agent(s) may be administered prior to, 

30 simultaneously with or following the administration of the compound(s) 
of the present invention. 

Use of the compounds of the present invention in treating protein 
tyrosine kinase-associated disorders is exemplified by, but is not limited 
to, treating a range of disorders such as: transplant (such as organ 
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transplant, acute transplant or heterograft or homograft (such as is 
employed in hum treatment)) rejection; protection from ischemic or 
reperfusion injury such as ischemic or reperfiision injury incurred 
during organ transplantation, myocardial infarction, stroke or other 
causes; transplantation tolerance induction; arthritis (such as 
rheumatoid arthritis, psoriatic arthritis or osteoarthritis); multiple 
sclerosis; inflammatory bowel disease, including ulcerative colitis and 
Crohn's disease; lupus (systemic lupus erythematosis); graft vs. host 
disease; T*cell mediated hypersensitivity diseases, including contact 
hypersensitivity, delayed-type hypersensitivity, and gluten-sensitive 
enteropathy (Celiac disease); psoriasis; contact dermatitis (including 
that due to poison ivy); Hashimoto's thjnroiditis; Sjogren's syndrome; 
Autoimmune Hyperthyroidism, such as Graves' Disease; Addison's 
disease (autoimmune disease of the adrenal glands); Autoimmune 
polyglandular disease (also known as autoimmune polyglandular 
syndrome); autoimmune alopecia; pernicious suiemia; vitiligo; 
autoimmune hypopituatarism; Guillain-Barre syndrome; other 
autoimmune diseases; cancers where Lck or other Src-family kinases 
such as Src are activated or overexpressed, such as colon carcinoma and 
thjnnoma, or cancers where Src-family kinase activity facilitates tiunor 
growth or survival; glomerulonephritis, serum sickness; uticaria; 
allergic diseases such as respiratory allergies (asthma, ha3^ever, 
allergic rhinitis) or skin allergies; scleracierma; mycosis fungoides; 
acute inflammatory responses (such as acute respiratory distress 
syndrome and ishchemia/reperfusion injury); derm atomy ositis; 
alopecia areata; chronic actinic dermatitis; eczema; Behcet's disease; 
Pustulosis palmoplanteris; Pyoderma gangrenum; Sezary's S5mdrome; 
atopic dermatitis; systemic schlerosis; and morphea. The present 
invention also provides a method for treating the aforementioned 
disorders such as atopic dermatitis by administration of any compoimd 
capable of inhibiting protein tyrosine kinase. 

Src-family kinases other than Lck, such as Hck and Fgr, are 
important in the Fc gamma receptor induced respiratory burst of 
neutrophils as well as the Fc gamma receptor responses of monocytes 
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and macrophages. The compounds of the present invention inhibit the 
Fc gamma induced respiratory burst response in neutrophils. The 
ability to inhibit Fc gamma receptor dependent responses of neutrophils 
and potentially other cells' responses could result in additional anti- 
5 inflammatory activity for the present compounds beyond their effects on 
T cells. The activity against T cells and potentially other cells is 
especially of value, for example, in the treatment of inflammatory 
diseases such as arthritis or inflammatory bowel disease. In particular, 
the present compounds are of value for the treatment of autoimmune 

10 glomerulonephritis and other instances of glomerulonephritis induced 
by deposition of immune complexes in the kidney that trigger Fc gamma 
receptor responses leading to kidney dsunage. 

In addition, Src family kinases other than Lck, such as Lyn and 
Src, are important in the Fc epsilon receptor induced degranulation of 

15 mast cells and basophils that plays an important role in asthma, 

allergic rhinitis, and other allergic disease. Fc epsilon receptors are 
stimulated by IgE-antigen complexes. The compounds of the present 
invention inhibit the Fc epsilon induced degranulation responses, 
including in the basophil cell line RBL that does not express Lck. The 

20 ability to inhibit Fc epsilon receptor dependent mast cell and basophil 
responses could result in additional anti-inflammatory activity for the 
present compounds beyond their effect on T cells. The activity of the 
present compoimds towards T cells suggests they could be of value for 
treatment of asthma, allergic rhinitis, atopic dermatitis and other 

25 instances of allergic disease. Activity of the present compoimds against 
mast cells and basophil responses could potentially also be of benefit for 
treatment of these diseases. 

The activity of the present compoimds towards T cells is of value 
in the treatment of any of the aforementioned disorders. Furthermore, 

30 the potential combined activity towards T cells , neutrophils and other 
cells may be of additional value in the treatment of any of the 
aforementioned disorders. 

In a particulsur embodiment, the compoimds of the present 
invention are useful for the treatment of the aforementioned exemplary 
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disorders irrespective of their etiology, for example, for the treatment of 
transplant rejection, rheumatoid arthritis, multiple sclerosis, 
inflammatory bowel disease, lupus, graft v. host disease, T-cell mediated 
hypersensitivity disease, psoriasis, Hashimoto's thyroiditis, Guillain- 
Barre syndrome, cancer, contact dermatitis, allergic disease such as 
allergic rhinitis, asthma, ischemic or reperfusion injury, or atopic 
dermatitis whether or not associated with PTK. 

The present invention also provides pharmaceutical 
compositions comprising at least one of the compoimds of the formula I 
capable of treating a protein tyrosine kinase-associated disorder in an 
amoimt effective therefor, and a pharmaceutically acceptable vehicle or 
diluent. The compositions of the present invention may contain other 
therapeutic agents as described below, and may be formulated, for 
example, by employing conventional solid or liquid vehicles or diluents, 
as well as pharmaceutical additives of a t5rpe appropriate to the mode of 
desired administration (for example, excipients, binders, preservatives, 
stabilizers, flavors, etc.) according to techniques such as those well 
known in the art of pharmaceutical formulation. 

The compounds of the formula I may be administered by any 
smtable means, for example, orally, such as in the form of tablets, 
capsules, granules or powders; sublingually; buccally; parenterally, 
such as by subcutaneous, intravenous, intramuscular, or intrastemal 
injection or infusion techniques (e.g., as sterile injectable aqueous or 
non-aqueous solutions or suspensions); nasally such as by inhalation 
spray; topically, such as in the form of a cream or ointment; or rectally 
such as in the form of suppositories; in dosage unit formulations 
containing non-toxic, pharmaceutically acceptable vehicles or diluents. 
The present compoimds may, for example, be administered in a form 
suitable for immediate release or extended release. Immediate release 
or extended release may be achieved by the use of suitable 
pharmaceutical compositions comprising the present compounds, or, 
particularly in the case of extended release, by the use of devices such as 
subcutaneous implants or osmotic pumps. The present compounds may 
also be administered Uposomally. 
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Exemplary compositions for oral administration include 
suspensions which may contain, for example, microcrystalline cellulose 
for imparting bulk, alginic add or sodium alginate as a suspending 
agent, methylcellulose as a viscosity enhancer, and sweeteners or 
flavoring agents such as those known in the art; and immediate release 
tablets which may contain, for example, microcrystalline cellulose, 
dicalcium phosphate, starch, magnesiimi stearate and/or lactose and/or 
other excipients, binders, extenders, disintegrants, diluents and 
lubricants such as those known in the art. The present compounds may 
also be delivered through the oral cavity by sublingual and/or buccal 
administration. Molded tablets, compressed tablets or freeze-dried 
tablets are exemplary forms which may be used. Exemplary 
compositions include those formulating the present compound(s) with 
fast dissolving diluents such as mannitol, lactose, sucrose and/or 
cyclodextrins. Also included in such formulations may be high 
molecular weight excipients such as celluloses (avicel) or polyethylene 
glycols (PEG). Such formulations may also include an excipient to aid 
mucosal adhesion such as hydroxy propyl cellulose (HPC), hydroxy 
propyl methyl cellulose (HPMC), sodium carboxy methyl cellulose 
(SCMC), maleic anhydride copol3rmer (e.g., Gantrez), and agents to 
control release such as polyacrylic copolymer (e.g., Carbopol 934). 
Lubricants, glidants, flavors, coloring agents and stabilizers may also be 
added for ease of fabrication and use. 

Exemplary compositions for nasal aerosol or inhalation 
administration include solutions in saline which may contain, for 
example, benzyl alcohol or other suitable preservatives, absorption 
promoters to enhance bioavailability, and/or other solubilizing or 
dispersing agents such as those known in the art. 

Exemplary compositions for parenteral administration include 
injectable solutions or suspensions which may contain, for example, 
smtable non-toxic, parenterally acceptable diluents or solvents, such as 
mannitol, 1,3-butanediol, water. Ringer's solution, an isotonic sodium 
chloride solution, or other smtable dispersing or wetting and 
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suspending agents, including synthetic mono- or diglycerides, and fatty 
acids, including oleic acid. 

Ezemplaxy compositions for rectal administration include 
suppositories which may contain, for example, a suitable non-irritating 
excipient, such as cocoa butter, synthetic glyceride esters or polyethylene 
glycols, which are solid at ordinary temperatures, but liquify and/or 
dissolve in the rectal cavity to release the drug. 

Exemplary compositions for topical administration include a 
topical carrier such as Plastibase (mineral oil gelled with polyethylene). 

The effective amount of a compoxmd of the present invention 
may be determined by one of ordinary skill in the art, and includes 
exemplary dosage amounts for an adult human of from about 0.1 to 100 
mg/kg of body weight of active compound per day, which may be 
administered in a single dose or in the form of individual divided doses, 
such as from 1 to 4 times per day. It will be imderstood that the specific 
dose level and frequency of dosage for any particular subject may be 
varied and will depend upon a variety of factors including the activiiy of 
the specific compound employed, the metabolic stabiUty and length of 
action of that compound, the species, age, body weight, general health, 
sex and diet of the subject, the mode and time of administration, rate of 
excretion, drug combination, and severity of the particular condition. 
Preferred subjects for treatment include animals, most preferably 
mammalian species such as humans, and domestic animals such as 
dogs, cats and the hke, subject to protein tjrrosine kinase-associated 
disorders. 

The compounds of the present invention may be employed alone 
or in combination with each other and/or other suitable therapeutic 
agents usefiil in the treatment of protein tyrosine kinase-associated 
disorders such as PTK inhibitors other than those of the present 
invention, antiinflammatories, antiproliferatives, chemotherapeutic 
agents, and immunosuppressants. 

Exemplary such other therapeutic agents include the following: 
cyclosporins (e.g., cyclosporin A), CTLA4-Ig, antibodies such as anti- 
ICAM-3, anti-IL-2 receptor (Anti-Tac), anti-CD45RB, anti-CD2, anti-CD3 
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(0KT.3), anti-CD4, anti-CD80, anti-CD86, monoclonal antibody 0KT3, 
agents blocking the interaction between CD40 and gp39, such as 
antibodies specific for CD40 and/or gp39 (i.e., CD154), fusion proteins 
constructed from CD40 and gp39 {CD40Ig and CD8gp39), inhibitors, such 
5 as nuclear translocation inhibitors, of NF-kappa B function, such as 
deoxyspergualin (DSG), non-steroidal antiinflammatory drugs 
(NSAIDs) such as ibuprofen, steroids such as prednisone or 
dexamethasone, gold compounds, antiproliferative agents such as 
methotrexate, FK506 (tacrolimus, Prograf), mycophenolate mofetil, 

10 cytotoxic drugs such as azathiprine and cyclophosphamide, TNF-a 

inhibitors such as tenidap, anti-TNF antibodies or soluble TNF receptor, 
and rapamycin (sirolimus or Rapamune) or derivatives thereof, and the 
PTK inhibitors disclosed in the following U.S. Patent Applications, 
incorporated herein by reference in their entirety; Serial No. 09/097,338 , 

15 ffled June 15, 1998, and Serial No. 09/094,797 filed June 15, 1998. See the 
following documents and references cited therein: Hollenbaugh, D., 
Douthwright, J., McDonald, V., and Aruffo, A., "Cleavable CD40Ig 
fusion proteins and the binding to sgp39", J. Immunol Methods 
(Netherlands), 188(1), p. 1-7 (Dec 15 1995); Hollenbaugh, D., Grosmaire, 

20 L.S., KuUas, CD., Chalupny, N.J., Braesch-Andersen, S., Noelle, R.J., 
Stamenkovic, I., Ledbetter, J.A., and Aruffo, A., "The human T cell 
antigen gp39, a member of the TNF gene family, is a ligand for the CD40 
receptor: expression of a soluble form of gp39 with B cell co-stimulatory 
activity', EMBO J (England), 11(12), p 4313-4321 (Dec 1992); and 

25 Moreland, L.W. et al., "Treatment of rheumatoid arthritis with a 
recombinant hvtman tumor necrosis factor receptor (p75)-Fc fusion 
protein, iVew; England J. of Medicine, 337(3), p. 141-147 (1997). 

The above other therapeutic agents, when employed in 
combination with the compounds of the present invention, may be used, 

30 for example, in those amoimts indicated in the Physicians' Desk 

Reference (PDR) or as otherwise determined by one of ordinary skill in 
the art. 

The following assays can be employed in ascertaining the 
degree of activity of a compound ("test compoimd") as a PTK inhibitor. 
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Compounds described in the following Examples have been tested in one 
or more of these assays, and have shown activity. 

Enzyme Assay Using Lck, Fyn, Lyn, Hck, Fgr or Src 
5 The following assay has been carried out using the protein 

tyrosine kinases Lck, Fyn, Lyn, Hck, Fgr and Src. 

The protein tyrosine kinase of interest is incubated in kinase 
buffer (20 mM MOPS, pH7, 10 mM MgClj) in the presence of the test 
compound. The reaction is initiated by the addition of substrates to the 

10 final concentration of 1 jiM ATP, 3,3 |iCi/ml [33P] gamma-ATP, and 0.1 
mg/ml acid denatured enolase (prepared as described in Cooper, J. A., 
Esch, F.S., Taylor, S.S., and Hunter, T., ^'Phosphorylation sites in 
enolase and lactate dehydrogenase utilized by tsrrosine protein kinases in 
vivo and in vitrei J. Biol. Chem., 259, 7835-7841 (1984)). The reaction is 

15 stopped after 10 minutes by the addition of 10% trichloroacetic acid, 100 
mM sodium pyrophosphate followed by 2 mg/ml bovine serum albumin. 
The labeled enolase protein substrate is precipitated at 4 degrees, 
harvested onto Packard Unifilter plates and coxmted in a Topcount 
scintillation coimter to ascertain the protein t3rrosine kinase inhibitory 

20 activity of the test compound (activity inversely proportional to the 

amount of labeled enolase protein obtained). The exact concentration of 
reagents and the amoimt of label can be varied as needed. 

This assay is advantageous as it employs an exogenous substrate 
(enolase) for more accurate enzyme kinetics, and can be conducted in a 

25 96-well format that is readily automated. In addition, His-tagged protein 
t3n:osine kinases (described below) offer much higher production yields 
and purity relative to GST-protein tyrosine kinase fusion protein. 

The protein t3rrosine kinase may be obtained from commercial 
sources or by recombinant methods described herewith. For the 

30 preparation of recombinant Lck, human Lck was prepared as a His- 
tagged fusion protein using the Life Technologies (Gibco) baculovirus 
vector pFastBac Hta (commercially available) in insect cells. A cDNA 
encoding human Lck isolated by PGR (polymerase chain reaction) was 
inserted into the vector and the protein was expressed using the methods 
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described by the manufacturer. The Lck was purified by afiSnity 
chromatography. For the production of Lck in insect cells using 
baculovirus, see Spana, C, O'Rourke, E.G., Bolen, J.B., and Fargnoli, 
J., "Analysis of the tyrosine kinase p561ck expressed as a glutathione S- 
5 transferase protein in Spodoptera frugiperda cells,*' Protein expression 
and purification. Vol. 4, p. 390-397 (1993). Similar methods may be used 
for the recombinant production of other Src-family kinases. 



Cell assays 

10 (1) CelMfiT tyrpsine phosphpry^fit^pn 

Jurkat T cells are incubated with the test compound and then 
stimulated by the addition of antibody to CDS (monoclonal antibody G19- 
4). Cells are lysed after 4 minutes or at another desired time by the 
addition of a lysis buffer containing NP-40 detergent. Phosphorylation of 

15 proteins is detected by anti-phosphot3rrosine immimoblotting. Detection 
of phosphorylation of specific proteins of interest such as ZAP-70 is 
detected by immunoprecipitation with anti-ZAP-70 antibody followed by 
anti-phosphotjn'osine immunoblotting. Such procedures are described 
in Schieven, G.L., Mittler, R.S., Nadler, S.G., Kirihara, J.M., Bolen, 

20 J.B., Kanner, S.B., and Ledbetter, J.A., "ZAP-70 tyrosine kinase, CD45 
and T cell receptor involvement in UV and HgOg induced T cell signal 
transduction", J. Biol. Chem,,269, 20718-20726 (1994), and the references 
incorporated therein. The Lck inhibitors inhibit the t5rrosine 
phosphorylation of cellular proteins induced by anti-CD3 antibodies, 

25 For the preparation of G19-4, see Hansen, J.A., Martin, P.J., 

Beatty, P.G., Clark, E.A., and Ledbetter, J.A., 'THxmian T lymphocyte 
cell surface molecules defined by the workshop monoclonal antibodies," 
in Leukocyte Typing /, A. Bernard, J. Boumsell, J. Dausett, C. Milstein, 
and S. Schlossman, eds. (New York: Springer Verlag), p. 195-212 (1984); 

30 and Ledbetter, J.A., Jxme, C.H., Rabinovitch, P.S., Grossman, A., Tsu, 
T.T., and Imboden, J.B,, "Signal transduction through CD4 receptors: 
stimulatory vs. inhibitory activity is regulated by CD4 proximity to the 
CD3/T cell receptor", Eur. J. ImmunoL, 18, 525 (1988). 
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(2) Calcium assay 

Lck inhibitors block calcium mobilization in T cells stimulated 
with anti-CD3 antibodies. Cells are loaded with the calciima indicator 
5 dye indo-1, treated with anti-CD3 antibody such as the monoclonal 
antibody G19-4, and calcium mobilization is measured using flow 
cjrtometry by recording changes in the blue/violet indo-1 ratio as 
described in Schieven, G.L., Mittler, R.S., Nadler, S,G., Kirihara, J.M,, 
Bolen, J.B., Kanner, S.B., and Ledbetter, J.A., "ZAP-70 tyrosine kinase, 
10 CD45 and T cell receptor involvement in UV and H2O2 induced T cell 
signal transduction", J. Biol. Chem., 269, 20718-20726 (1994), and the 
references incorporated therein. 

(3) Prolif^r^tiigA assays 

15 Lck inhibitors inhibit the proliferation of normal human 

peripheral blood T cells stimulated to grow with anti-CD3 plus anti-CD28 
antibodies. A 96 well plate is coated with a monoclonal antibody to CDS 
(such as G19-4), the antibody is allowed to bind, and then the plate is 
washed. The antibody bound to the plate serves to stimulate the cells. 

20 Normal human peripheral blood T cells are added to the wells along 
with test compound plus anti-CD28 antibody to provide co-stimulation. 
After a desired period of time (e.g., 3 days), the [3H] -thymidine is added 
to the cells, and after further incubation to allow incorporation of the 
label into newly synthesized DNA, the cells are harvested and counted in 

25 a scintillation counter to measure cell proliferation. 

The following Examples illustrate embodiments of the present 
invention, and are not intended to limit the scope of the claims. 
Abbreviations employed in the Examples are defined below. Compounds 
30 of the Examples are identified by the example and step in which they are 
prepared (for example, "lA" denotes the title compound of step A of 
Example 1), or by the example only where the compoimd is the title 
compotmd of the example (for example, *'2'* denotes the title compound of 
Example 2). 
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aq. = aqueous 
cone. = concentrated 
5 DMSO =r dimethylsulfoxide 
EtOAc s ethyl acetate 
EtgOr: diethyl ether 
h s= hours 

HATU = N4dimethylamino-lH-l,2,3-triazolo-[4,5-b]pyridin-l-yl 
10 methylene] -N-methyl methanaminium hexafluorophosphate N- 

oxide 
MeOH = methanol 

MOPS = 4-morpholine-propanesulfonic acid 
MS = mass spectrometry 
15 Ret Time = retention time 
RT = room temperature 
satd. = saturated 
TFA = trifluoroacetic acid 
THF = tetrahydrofuran 
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Preparation of r6-rff2,4.6-Trimethvlphenvl)amino1carbonvn-2- 
benzothiazolvl l^arhg^TTi^ c acid. 1.1-dimethvlethvl ester 



5 



H3( 

H3C 




A. Ethvl-2"ainino-benzothiazole'6-carboxvlate 
A solution of ethyl-4-aminobenzoate (35 g, 212 mmol) in glacial 
acetic acid (300 mL) was added to a stirred solution of sodium 

10 thiocyanate (69 g, 848 mmol) in acetic acid (150 mL). The mixture was 
cooled in an ice-water bath and a solution of bromine (12 mL, 233 mmol) 
in acetic acid (60 mL) was added dropwise via an addition funnel. The 
reaction mixture was stirred at 0"C to RT for 4 h and then poured into 
water (1.5 L). Saturated sodiimi carbonate solution was added to 

15 neutralize the solution. Precipated solid was filtered, washed with 

water and EtOAc^ and dried in vacuo to obtain the title compound of this 
step (31.65 g, 67.2% yield). 



A suspension of lA (10 g, 45 mmol), di-t-butyldicarbonate (11.78 g, 
54 mmol) and 4-dimethyla mi nop3rridine (549 mg, 4.5 mmol) in 
dichloromethane (330 mL) was stirred at RT overnight. Additional di-t- 
butyldicarbonate (3 g, 13.75 mmol) was added. After 20 h, the mixture 
25 was concentrated under reduced pressure and the residue was diluted 
with a 1:1 mixture of EtOAc and EtgO (200 mL). Solid was filtered and 
dried in vacuo to obtain the title compound of this step (10.5 g, 72.4% 
yield). 



B. 



Ethvl-2-tert-butoxvcarbonvloxvamino-ben2othiazole"6- 
carboxvlate 



20 
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C 2-tert-ButoxvcarbQ nvlo3Cvamino-benzothiazole-6-carbQ3gvlic 
acid 

A 1 N solution of sodium hydroxide in water (931 mL) was added to 
a suspension of IB (10 g, 31.05 mmol) in methanol (170 mL). The 
5 mixture was stirred at RT overnight, cooled to O'C and acidified with 
aqueous HCl solution. The precipitated solid was filtered, washed with 
water and dried \mder reduced pressure. The solid was suspended in 
tetrahydrofuran and concentrated under reduced pressure. It was 
fiirther diluted with toluene and concentrated under reduced pressiu-e to 
10 remove water. The solid was collected and dried in vacuo over 

phosphorus pentoxide to obtain the title acid of this step (8.32 g, 91% 
yield). 



D. f6-ff(2.4.6-Trimethvlphenvl)amino1carbonvIl-2- 
15 benzothiaznlvllrarhflTn ic acid, l>l-dimethvlethvl ester 

Diisopropylethyl amine (1.83 mL, 10.48 mmol) was added to a 
stirred suspension of IC (2.57 g, 8.73 mmol), 2,4,6-trimethylaniline (1.47 
mL, 10.48 mmol) and HATU (3.98 g, 10.48 mmol) in dimethylformamide 
(77.1 mL). The solution was stirred at RT overnight and then diluted 
20 with EtOAc (70 mL). The reaction mixture was washed with 2 N.aq. HCl 
solution (80 mL). The aq. layer was extracted with EtOAc (25 mL). The 
EtOAc extracts were combined, washed with 2 N aq. HCl solution (60 
mL), brine, dried (NagSO^), and concentrated. The crude residue was 
triturated with a 4:1 mixture of ether and EtOAc (100 mL). Solid was 
25 collected and dried in vacuo to obtain the title compound of this Example 
(2.88 g, 80.1% yield), 
MS = 412.2 (M* + H) 



Example 2 

30 Preparation of 2>Amino-N-f2.4.6-trimethvlphenvl)-6- 

benzothiazolecarboxamide. trifln oroacetate (1:1) 
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CF3COOH • Jl 




10 



15 



20 



A solution of ID (77.8 mg, 0.19 mmol) in trifluoroacetic acid (5.3 
mL) was stirred at RT for 1.5 h. The solution was concentrated under 
reduced pressure and the residue was coevaporated with ether. 
Trituration with ether-hexanes mixture gave the title product (62 mg, 
72% yield) as an off-white solid. 
MS = 311.9 (M* + H) 

Example 3 

Preparation of 2>(Acetvlam inQ)-N-(2.4.6-trimethvlphenvlV6> 
benzothiazolecarboxamide 



A. Ethvl-2>acetaTniHn.h enzothiazQl€-6-carboxvlate 

A suspension of lA (150 mg, 0.67 mmol) and acetic anhydride (0.18 
mL, 1.86 mmol) in dichloromethane (19 mL) and pyridine (3.7 mL) was 
stirred at RT. After 2 h, additional pyridine (3 mL) and 4- 
dimethylaminopyridine (8.2 mg, 0.067 mmol) were added. The mixture 
was stirred for 16 h, diluted with dichloromethane (20 mL) and washed 
with 2 N aq. HCl solution (20 mL, 3x), saturated, aq. KHCO3 solution (20 
mL, 2x) and brine. The dichloromethane extract was dried (Na^SO^), 
filtered and concentrated. The residue was triturated with an ether - 
hexanes mixtxire to obtain the title compound of this step (130 mg, 73% 
yield). 

B. 2-Acetamido-benzo thiazole-6-carboxvlic acid 
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10 



15 



20 



25 



A 2 M aq. solution of potassium hydroxide (5.7 mL) and ethanol (8 
mL) were added to a a solution of 3A (100 mg, 0.38 mmol) in THF (5 mL). 
The homogenous solution was stirred at RT overnight, cooled to O'C and 
acidified with 6 M aq. HCl solution. Most of the ethanol and THF were 
removed by distillation under reduced pressure. The precipitated solid 
was filtered, washed with water and dried in vacuo to obtain the title 
acid of this step (64 mg, 72% yield) as a white solid. 

C. 2>(Acetylami^p)^N^(3,4,g■trm^ttlylphe^Yl)^6- 
benzothiazole MrhgyflTnif^P 

Analogous to the preparation of ID except using 3B to give the title 
compound of this Example as a light yellow solid (21.5%). 
MS = 354(M*+H) 

E:;^TOpl? 4 

Preparation of 2-(Benzovlamino)-N-(2.4.6-trimethvlDhenvl)-6- 
benzothiazolecarboxamide 



A solution of the firee base of 2 (100 mg, 0.32 mmol, obtained by 
treatment of a solution of the trifluoroacetate salt 2 in dichloromethane 
with aq. sodium bicarbonate solution) and benzoic anhydride (200 mg, 
0.89 mmol) in THF (8.9 mL) and pyridine (1.8 mL) was stirred at RT 
overnight. Additional benzoic anhydride (200 mg, 0.89 mmol) and 4- 
dimethylaminopyridine (3.9 mg, 0.032 mmol) were added and the 
solution was stirred for 2 days. Additional 4-dimethylaminopyridine (3.9 
mg, 0.032 mmol) was added and the solution was stirred for an 
additional 1 h. The mixture was diluted with dichloromethane (40 mL), 
washed with 1 N aq. HCl solution (15 mL), dried (NagSO^), filtered and 
concentrated. The residue was triturated with ether to obtain a white 
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solid which was suspended in dichloromethane and washed with 
saturated, aq. KHCO3 solution (3x). The dichloromethane extract was 
dried (Na2S04), filtered and concentrated. Trituration of the crude solid 
with EtOAc (15 mL) afforded the title compound (49 mg, 37%) as a white 
5 solid. 

MS = 416.1 (M* + H) 

Preparation of 2-r(l-OxQpropvl)aminoUN-f2.4.6-trimethvlphenvn-6- 
0 benzothiazolecarboxamide 



Analogous to the preparation of 4 except using propionic 
15 anhydride gave the title compoimd 5 as a white solid. 
MS = 367(M*+H) 

Example 6 

Preparation of 2-f(l-Oxobutvl)amino1>N-(2.4.6-trimethvlphenvl)'6- 
20 benzothiazolecarboxamide 



Analogous to the preparation of 4 except using butjrric anhydride 





25 



gave the title compound 6 as a white solid. 
MS = 382(M"+H) 



Example 7 
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Preparation of 24rrn ,l-Di methvlethvl)amino]carbonvl1amino1-N-(2.4,6- 
trimethv lphenvlVG-benzothiazolecarboxamide 



HaC CH3O 




A. 2-rrrPhenQxvlcarbonvI1aminol-N-( 2.4.6-trimethvlphenvl)-6- 
benzothiazolecarboxamide 

Phenyl chloroformate (470 mg, 3 mmol) was added dropwise to a 
stirred solution of the free base of 2 (311 mg, 1 mmol) in THF (20 mL) and 

10 saturated, aq, KHCO3 solution (20 mL) at 0-5T. The biphasic mixture 
was stirred for 3 h. The THF layer was separated and the aqueous layer 
was extracted with dichloromethane (30 mL, 2x). The organic extracts 
were combined, dried (MgSO^), filtered and concentrated. The crude 
residue was diluted with EtOAc (25 mL) and the sohd was filtered, 

15 washed with EtOAc (8 mL, 4x), and dried in vacuo to obtain the title 
compound of this step as a white soUd (269 mg, 62%). 

B. 2-rrr(l,l-Dimethvlethvna mino1carbonvnamino1>N-(2,4,6- 
trimethvlphenvl)-6-benzothiazolec^ rbn m i H i> 

20 tert-Butyl amine (73 mg, 1 mmol) was added to a stirred solution of 

7A (22 mg, 0.05 mmol) in THF (5 mL). The solution was stirred at RT for 
16 h, diluted with dichloromethane (30 mL) and washed with 2 N aq. HCl 
solution (10 mL, 2x) and 0.5 N aq. NaOH solution (10 mL, 2x). The 
dichloromethane extract was dried (MgSO^), filtered and concentrated to 

25 obtain the title compound of this Example (17 mg, 80%) as a white solid. 
MS = 411.1 (M* + H) 

gxampl^ 9 

Preparation of 24ffBis(l-methvlethvl)amino1carbonvnamino1-N-(2.4.6- 
30 trim^thylpheRvD-e-ji^enzothiazQlecarboxamiae 
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Analogous to the preparation of 7B except using diisopropyl amine 
to give the title compoiand 8 as an off-white solid (78.5%). 
5 MS = 439.2 (M^ + H) 



Example 9 

Preparation of f 6-Bromo-4>fr(2.4.6-Trimethvlphenvrjamino1carbonvn-2- 
benzothiazQlvl lcarbamic acid. l.l>dimethvlethvl ester 

10 




O 



Analogous to the preparation of 1 except using methyl-2-amino-6- 
bromo-benzothiazole-4-carboxylate (U.S. Patent No. 5,496,816) in place of 
15 lA to give the title compound 9 as a white solid. 
MS = 491.8 (M* + H) 



20 



Preparation of [4-ff(2-4.6-Trimethvlphenvl)amino1carbonvn-2- 
benzothiazolvll carhaTTiif^ acid. 1.1-dimethvlethvl ester 
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O 



Palladium hydroxide (40 mg) was added to a stirred suspension of 
9 (50 mg, 0.1 mmol) in absolute ethanol (60 mL). The reaction flask was 
5 equipped with a hydrogen filled balloon via a three way stopcock. Air 
inside the flask was evacuated under reduced pressure and then filled 
with hydrogen fi"om the balloon. This operation was repeated (3x). 
Hydrogenolysis was continued overnight. The reaction mixture was 
filtered through a pad of anhydrous MgS04. Residual solid was washed 
10 with ethanol (10 mL, 3x). The filtrate was concentrated and the crude 
residue was chromatographed on a silica gel column. Elution with 5% 
EtOAc in hexanes, followed by 10% and 20% EtOAc in hexanes afforded 
the title compound 10 (37 mg, 88%) as a white solid. 
MS = 412.1 (M*+H) 

15 

Example 11 

Preparation of f6-Bromo-7-rr(2.4.6-TrimethvlphenvnaTnmn]r>nrKnnYl]-9. 
benzothiazolvllcarbamic acid. 1,1-dimethvle thvl ester 




CH3 



A. Methvl-3-amino-6-brQ mo-benzoate 
Tin (II) chloride dihydrate (22.56 g, 100 mmol) was added to a 
stirred solution of methyl-2-bromo-5-nitroben2oate (9 g, 34.61 mmol) in 
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methanol (250 mL) and cone. HCl (25 mL). The solution was stirred at 
RT for 8 h and then treated with satd. aq, KHCO3 solution (600 mL). 
Additional solid KHCO3 (50 g) was added. The mixture was extracted 
with EtOAc (200 mL, 5x). The EtOAc extracts were combined, dried 
5 (MgS04), filtered and concentrated. The residue was diluted with EtOAc 
(250 mL) and washed with brine (50 mL, 2x), dried (MgSO^), filtered and 
concentrated to obtain the title compound of this step (7.45 g, 94%) as a 
brown oil. 



10 B. Methvl-2-' aTniT7n-fi. bromo-benzothiazole-7-carboxvlate (llBal 

and Met hvI-2-amino-6-brQmO'benzothia2ole-5-carboxvlate 

Analogous to the preparation of lA except using 9A in place of 
ethyl-4-aminobenzoate as the starting aniline. Trituration of the crude 
15 residue with EtOAc afforded pure llBa (43%), The filtrate was 

concentrated and the residue was chromatographed on a silica gel 
column. Elution with 10% EtOAc in hexanes, followed by 20%, 30%, and 
50% EtOAc in hexanes gave a 1:1 mixture of llBa and llBb (13%) as a 
yellow solid. 

20 

C. f6-Bromo>7-ff(2.4,6-TrimethvlphenvI)amino1carbonvl1-2- 

benzothiazolvncarbamic acid. 1.1-dimethvlethvl ester 
Analogous to the preparation of ID except using llBa in place of 
lA afforded the title compound as a white solid. 
25 MS = 491.9 (M* +H) 



Exan^p^e 12 

Preparation of [74f(2.4.6>Trimethvlphenvl)aminolcarbonvl]-2- 
benzothiazolvllcarbamic acid. 1.1-dimethvlethvl ester 

30 
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Analogous to the preparation of 10 except using IIC in place of 9 
gave the title compound 12 (89%) as a white solid. 
5 MS = 412.1(M* +H) 

Example 13 

Preparation of r6-Bromo-54ff2.4.6-Trimethvlphenvl)aminolcarbonvn-2- 
tiepzothia;^Q][yl]cftrbamic ftcid, IJ-dimethylethyl qgt^r 



Analogous to the preparation of ID except using a 1:1 mixture of 
llBa and llBb as the starting benzothiazole in place of lA. The crude 
15 product obtained after work up was diluted with EtOAc and let stand at 
RT for 2 h. The precipitated solid was filtered, washed with EtOAc, and 
dried in vacuo to obtain the title compoimd 13 as a white solid. 



10 




o 



MS = 492.0 (M* + H) 



20 



Example 14 

Preparation of [5-f[(2.4.6-Trimethvlphenvl)amino1carbonvn-2- 
benzothiazolvncarbamic acid. 1.1-dimethvlethvl ester 
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Analogous to the preparation of 10 except using 13 in place of 9 
gave the title compound 14 (63%) as a white solid. 
5 MS = 412.1(]Vr + H) 

Prepara tion of 2-rrrPhenvlamino1carbonvnamino1-N-f2.4.6- 
trimethvlphenvl)-6-benzQthiazolecarh nyamidfi 

10 




A solution of the free base of 2 (100 mg, 0.32 mmol), phenyl 
isocyanate (119 mg, 1 mmol) and 4-dimethylaminopyridine (10 mg) in 

15 THF (2 mL) and pyridine (2 mL) was stirred at RT overnight. The 

mixture was diluted with dichloromethane (30 mL) and washed with 2 N 
aq. HCl solution (20 mL, 2x). The dichloromethane extract was diluted 
with methanol (10 mL), dried {MgS04), filtered and concentrated. The 
crude residue was diluted with EtOAc (25 mL) and the solid was filtered, 

20 and washed with EtOAc (5 mL, 3x). The white solid was suspended in 
dichloromethane (30 mL) and methanol (2 mL) and stirred for 20 min, 
and filtered. Residual solid was washed with dichloromethane (5 mL, 
3x), and dried in vacuo to obtain the title compoimd 15 (88 mg, 64%). 
MS = 431.1 (M* + H) 

25 

Example 16 
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Preparati on of 2-ff rfPhenvlmeth Yl^arninn]rflrhnnYl^aTn ino1-N-f2,4,6- 
trimethvlphenvl)-6-benzothiazQlecarboxamide 




Analogous to the preparation of 15 except using benzyl isocyanate 
gave the title compound 16 as a white solid. 
MS = 445(M"+H) 



10 



Example 17 

Preparation of 2-f[[Ethvlamino1carbonvnamino1-N-(2.4.6- 
trimethvlphenvl)-6-benzQthiazolecar hnvamiHft 



15 



H ^ 




Analogous to the preparation of 15 except using ethyl isocyanate 
gave the title compoxmd 17 as a white soUd. 
MS = 383 (M* + H) 



20 



Example 18 

Preparation of 2"rrfRTitY lfl mino)carbonvnamino1-N-(2.4,6- 
trimethvlphenvl)-6>ben2othiazn lfiparhnYflTnidf> 



25 



H^C^^^'^ HI 
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Analogous to the preparation of 15 except using n-butyl isocyanate 
gave the title compound 18 as a white solid. 
MS = 411(M*+H) 



5 Exan^p^e? JjQto^S 

Gemr9'l Proq^dure 

Compounds 19 to 58 were prepared following the procedure 
described below. 

10 The appropriate amine (0.08 mmol) was added to a solution of 7A 

(20 mg, 0.054 mmol) in THF (3 mL). The solution was stirred at RT for 18 
to 40 h. The reaction mixture was diluted with dichloromethane (5 mL) 
and washed with 1 N aq. HCl solution (1.5 mL, 2x), and 1 N aq. NaOH 
solution (1.5 mL, 2x). The organic extract was dried (MgSO^), filtered 

15 and concentrated in vacuo to obtain the compoimds of these Examples, 
identified in Table 1 below. 

In Table 1, "HPLC Ret Time" was the HPLC retention time 
obtained xmder the following conditions: YMC S5 ODS 4.6 x 50 mm 
Ballastic Colxmm, 4 min gradient starting fi^om 100% solvent A (10% 

20 MeOH, 90% H^O, 0.2% H3PO4) to 100% solvent B (90% MeOH, 10% H^O, 
0.2% H3PO4), flow rate 4 mL/min, X, = 220 nM for compoimds 19 to 56. For 
compounds 57 to 58, HPLC conditions were: Zorbax SB-CIS 4.5 mm x 7.5 
cm short column, 8 min gradient starting fi-om 100% solvent A (10% 
MeOH, 90% H2O, 0.2% H3PO,) to 100% solvent B (90% MeOH, 10% HgO, 

25 0.2% H3PO4), flow rate 2.5 mL/min, X = 217 nM. 



TABLE 1 



Ex, 
No. 


Compound Structure 


Compound Name 


HPLC 
Bet 
Time 
(min) 


19 




2- 

[ [(Cyclopropylamino)carbonyl] a 
mino] -N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxainide 


3.88 
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0 n 

1 Q 


V CH, 


Dim ethyl cyclohexyDmethyl] ami 
no]carbonyl]aininol-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.81 


21 




2-[[l(4. 

MethylcyclohexyDamino] carbon> 
l]amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecsirboxamide 


4.52 


22 




2- 

[[[(CyclohexylmethyDaminoJcarb 
onyl)amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.53 


23 


CHaO \=< U 1 


2.[I[(2.3-Dihydro-lH-ixiden-l- 
yl)ainino)carbonyl)amino]-N- 
(2,4,6-triinethylphenyl)~6- 
benzothiazoiecarboxamide 


4.40 


24 


(J 


2.[[((1- 

N aphthalenylmethyDamino) carb 
onyl)ainino]-N-(2,4,6- 
trimethylphenyl )-6- 
benzothiazolecarboxamide 


4.53 


25 




2-[[[(2-(lH"Imidazol-4- 
yDethyl] amino) carbonyl) amino] - 
N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


3.19 


26 


CH, 


2- [ [ [I (Tet^ahydro-2- 
f uranyl )methyl] amino) carbonyl] 
amino]-N-(2j4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4 14 


27 


H,C— N , , 


2- [ [ 1 [2-( 5-Methoxy- lH-indol-3- 
yDethyl) amino] carbonyl] amino] - 
M-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.19 
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28 


CH, 

0 


2-[II[2-(4- 

MorpholinyDethyl] amino) carbon 
yijaniinoj*XN-k^,4,D- 
trimethylphenyl)-6- 
benzothiazoiecarboxamide 


3.08 


29 


U 


2.[[[[2.(2. 

PjrridinyDethyl) amino] carbonyl] 
amino)-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide* 


3.17 


30 




2-lI[(l.l,3,3- 

l)amino]-N-(2,4,6- 

trimethyiphenyl)-6- 

benzothiazolecarboxamide 


4.64 


1 1 


CH, 


«*" 1 1 iv JL , i - jjimetnyi- 

propyl )amino) carbonylj amino] - 

N-(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 




32 


\ A"^ 0 CM, CH, 


2-(Il(l,5- 

DimethylhexyDaminolcarbonyl] a 
mino]-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide 


4.74 


33 


CH3 


2- 

[({Cyclopentylamino)carbonyl)a 
mino]-N-(2.4,6-trimethylphenyl)- 
6*b enzothiazolecarb oxamide 


4.28 


34 


CH, 


2-[[I(l,l-Dimethyl-2- 

hy droxy ethyDamino] carbonyl] a 

minQj -vi ~v 4fi^4,o*fcrizncuiyipiiciiyi^* 

6-benzothiazolecarboxainide 


3.90 
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35 


H,C'° 


2-[[I((3- 

MethoxyphenyDmethyllaminoJca 
rbonyi]amiiio]-N-(2,4,6- 
trimethylphenyl )-6- 
benzothiazolecarbozamide 


4.19 


36 


W—V \ N , 


2-[[[[(3- 

me tny ipnenyi^m e Luyxj aiuizioj car D 
onyl]amino]-N-(2,4,6- 
trimethyiphenyl)-6- 
benzothiazolecarboxamide 


4.34 


37 




2-[[[[(4- 

ChlorophenyDmethyl] axnino]carb 
onyl] amino] -N-(2,4,6- 
t^imethylphenyl)-6- 
benzothiazolecarboxamide 


4.37 


38 


CHao >=/ u n 


2-[l[[2.(4- 

MethoxyphenyDethyl] amino)carb 
onyl]amino]-N-(2,4,6- 

trimethylphenyl)-6- 
benzothiazoiecarboxamide 


4.30 


39 


^/ =CH 

N 

HjC CH3 


2-[[(2- 

Propynylamino)carbonyl) amino] 
-IN -Vi&,4:,D-trinietnyipnenyi>-D- 
benzothiazolecarboxamide 


4.66 


40 




2-[I(2- 

Pr openyl amino )carbonyl) amino] 

-N-(2,4,6-trimethylphenyl)-6- 

benzothiazoiecarboxamide 


3.94 


41 




2-[[[(3- 

Phenylpropyl)amino]carbonyl]a 
mino] -N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide 


4.45 
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42 




2>I[[[1- 

(Hydroxymethyl)cyclopentyl) ami 

no) carbonyl] amino] -N*( 2,4,6> 

trimethylphenyl)-6- 

b enzothiazolecarboxamide 


4.07 


43 




2.([[[4-(l,l- 

DimethylethyDcyclohexyl) amino] 
carbonyl) amino] -N-( 2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.87 


44 


CH, 


2-I[[(l. 

PropylbutyDamino] carbonyl) ami 
no] -N-(2,4,6-trimethylphenyl)-6- 
b enz othiazolecar boxamide 


4.54 


45 




2-[[[(l,3- 

Dimethylpentyl )amino] carbonyl] 
amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.57 


46 




2-[[([3. 

(Methylthio)propyl] amino) carbon 
yl)aminoJ-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.08 


47 




2-[[[(l- 

(Methoxymethyl)propyl)amino]ca 
rbonyllamino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.05 


48 


6 


2-[[{I2-(2- 

Tlii eny I )e thy 1] amino) carbonyl] a 
mino] -N-( 2,4 , 6-trimethylphenyl)- 
6-benzothiazolecarbbxamide 


4.24 


49 


1 


2-[[[[(2,6- 

r}imetb.oxvT] hen vDm ethvll amino) 
carbonyl] amino)-N-(2,4,6- 
trimethylphenyl)-6- 
benzotliiazolecarboxamide 


4.31 


50 


ON 


(R)-2-[[[[l-(Hydroxymethyl)-2- 

TiliPTi vlp'fVivll ntirtiiirtlcsiTHfiTi vllami 

^AlCUjr ICWlljrlJ aUXAlXUJWoU UVJXXy IJCiUlL 

no]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarbozamide 


4.13 
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51 


CM, o~ 


(R).2.[[[(l- 

Pheny 1 ethyl )a mino) carb ony 1] am 

no]-N-(2,4,6-trimethylphenyl)-6- 

benzothiazolecarbozamide 


4.28 

i 






O \\('\ 

Adamantylamino)carbonyl] ami 
noI>N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.74 


53 


F 


2-[[[I2-(4-Fluorophenyl)-l,l- 
dimethylethyl]amino]carbonyl]a 

minol-N-f2 4 6-trimGthvlnhpnvlV 
6-bezizothiazolecarboxamide 


4.54 


54 




2-((l[2-(2- 

Pyridinyioxy )ethyl) amino] carbo 
nyl]amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarbozamide 


3.97 


55 




2-[[|(l-Methyl-l- 

phenylethyDamino) carbonylj ami 

no]-N-(2,4.6-trimethylphenyi)-6- 

benzothiazolecarboxamide 


4.36 


56 


CH. 


(R)-2-[[ril-(4- 

Methylphenyl)ethyl]amino]carbo 
nyl] amino] -N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarbozamide 


4.44 


57 




2-[ll(l. 

MethyiheptyDamino] carbonyl] am 
inoJ-N.(2,4,6-trimethylphenyl)-6- 
benzothiazolecarbozamide 


9.75 


58 


H.C 


Methox3rphenyl)methyl) amino] ca 
rbonyl) amino] -N-( 2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarbozamide 


ft ^Ift 
o.OO 
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General Proc^durp 

Compounds 59 to 95 were prepared following the procedure 
5 described below. 

The appropriate arylamine (0.08 mmol) was added to a solution of 
7A (20 mg, 0.054 mmol) in THF (3 mL). The solution was heated to 45"C 
for 24 to 72 h. The reaction mixture was diluted with dichloromethane (5 
mL) and washed with 1 N aq. HCl solution (3 mL, 2x), and 1 N aq. NaOH 
10 solution (3 mL, 2x). The organic extract was dried (MgSO^), filtered and 
concentrated in vacuo to obtain in crude form the compounds of these 
Examples, which were purified by HPLC (automated preparative HPLC 
under the following conditions: YMC ODS A 20x100 mm column, 10 
minute gradient starting from 30% solvent B (90% MeOH, 10% HgO, 0.1% 
15 TFA) and 70% solvent A (10% MeOH, 90% H2O, 0.1% TFA) to 100% 

solvent B, flow rate 20 mL/min, X = 220 nm), and are identified in Table 2 
below. 

In Table 2, "HPLC Ret Time" was the HPLC retention time 
obtained xmder the following conditions: YMC S5 ODS 4.6 x 50 mm 
-20 Ballastic Column, 4 min gradient starting from 100% solvent A (10% 
MeOH, 90% H2O, 0.2% H3PO4) to 100% solvent B (90% MeOH, 10% H^O, 
0.2% H3PO4), flow rate 4 mL/min, a = 220 nM. 

TABLE 2 

25 



Ex. 
No. 


Compound Structure 


Compound Name 


HPLC 
Bet 
Time 
(min) 


59 


Ha A. 


2-[[K4- 

CyclohexylphenyDamino] carbon 
yl)amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.99 
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60 




2-Frf(5 6 7 8-Tetrahvdro-l- 
naphthalenyDaxxuno] carbonyl] a 
mino] -N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarbozamide 


464 


61 




2- 1 [ ((2 ,3-Dihydro- IH-inden-S- 
yl ) amino) carb onyl] amino] -N - 
(2,4,6-triInethylphenyl)-6- 
benzothiazolecarboxamide 


3.94 


62 




2-[[(l,3-Benzodioxol-5- 
ylamino)carbonyl)amino]-N- 
{2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.20 


63 




241(2- 

P5rridinylamino)carbonyl] amino 

]-N-(2,4,6-trimethylphenyl)-6- 

benzothiazoiecarboxamide 


3.95 


64 




2-[[[(3-Methyl-2- 

pyridinyl )amino] carbonylj amino 

]-N-(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


3.75 


65 




2-[([(4-Methyl-2- 

pyridinyDamino) carbonyl] amino 
] •N'-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


3.89 


66 




2-[[[(2-Chloro-5- 

methylphenyDamino] carbonyl] a 

mino]-N-(2,4,6-trimethylphenyl)- 

6-benzothiazolecarboxamide 


4.62 


67 


OH, 


24[l(2,6- 

Dichlorophenyl )amino] carbonylj 
amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazoiecarboxamide 


5.03 


68 




2-[[[(2- 

Methoxyphenyl)amino]carbonyl] 
amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.37 
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69 




2.[[([l,r-Biphenyl]-2- 
yiaDiino)carbonyl]amino]*N- 
(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.57 


70 




2-[[((2. 

BenzoylphenyDamino) carbonyl] a 
mino) -N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide 


3.53 


71 




2-([[{2. 

MethyiphenyDaminoJcarbonyl) a , 
mino]-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide 


4.30 


72 




N.(2,4,6-Trimethylphenyl)-2- 
[[[(2,4,6- 

trimethyiphenyDamino] carbonyl) 
amino] -6- 

benzothiazolecarboxamide 


4.35 


73 


CHj CH3 


2-[[[I2-Methyl-6-(l- 
methylethyDphenyllaminoJcarbo 
nyi] amino] -N-(2,4,6- 
t^imethylphenyl)*6- 
benzotMazolecarboxamide 


4.42 


74 




24[[(3,5- 

DifluorophenyDamino) carbonyl] 
aminol-N-(2,4,6- 
trim ethylphenyl )-6- 
benzothiazoiecarboxamide 


4.23 


75 


CH 0*^^"^ 


2-[[[(3- 

MethoxyphenyDaminoJcarbonyl] 
aiilUlOJ-iM -v*i4,o- 

trimethyIphenyl)-6- 
benzothiazolecarbozamide 


4.25 


76 


CH3 CH3 


2-[[((3- . 

MethylphenyDamino] carbonyl] a 

inino]-N-(2,4,6-trimethylphenyl)- 

6-benzothiazolecarboxainide 


4.38 
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77 


III 

N 


2-l[l(4. 

CyanophenyDamino] carbonyl] a 

mino]-N-(2,4,6-trimethylphenyl)- 

6-benzcthiazolecarboxaniide 


4.10 


78 


CH 


2-[(l(4- 

Fluorophenyl )aiiiiiio] carbonyl] a 
mino] -N-{2,4,6-trimethylphenyi)- 
6-benzothiazolecarbozamide 


4.27 


79 




2.[[[(4- 

ChlorophenyDamino] carbonyl] a 
ininol-N-(2 4 6-trimGthvlnhenvl)- 
6-benzothiazolecarboxamide 


4.47 


80 




4-l[[[6-[[(2,4,6- 

TrimethylphenyDamino] carbony 
l]-2- 

benzothiazolyll amino] carbonyl] a 
mino) benzoic acid» ethyl ester 


4.50 


81 


CH, 0" 

M V'^ N-'^^O 

S N ^0 


2-[[[(3,4,5- 

TrimethoxyphenyDamino J carbon 
yl]amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazoiecarboxamide 


4.16 


82 


CH, O'^' 


2-[[[(3,4- 

DimethoxyphenyDamino] carbony 
l]amino]-N-(2,4,6- 
trimethylplienyl)-6- 
benzotliiazolecarboxamide 


4.10 


83 




2.[l[(2,6.Bis(l- 

MethylethyDphenyl] amino] carbo 
nyl] amino) -N-(2,4,6- 
t^imethylphenyl)-6- 
benzothiazolecarboxamide 


5.03 


84 




2-[[[{2- 

PropylphenyDamino) carbonyl] a 

minol-N-(2,4,6-trimethylphenyl)- 

6-benzothiazolecarboxamide 


4.52 
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85 




2-l[I(3-Bromo-2,4,6- 

trimethylphenyl)amizio]carbonyl 

aminol-N-(2,4.6- 

trimethylphenyl)-6- 

beixzothiazolecarboxamide 


4.59 


86 




2-[[[12-(4- 

MorpholinyDphenyllaminolcarbo 
nyl] amino]-N-(2,4,6- 

triinethylphenyl)-6- 
benzothiazoiecarbozamide 


4.70 


87 




2-[ll(3-Bromo-2- 

methylphenyDaminolcarbonyl] a 

mino]-N-(2,4,6-triraethylphenyl)- 

6-benzothiazolecarboxainide 


4.59 


88 


CH. 

__/ ^ 


2-UK2,6- 

jjimexnoxypiieiiyx;aniinoj caroony 
l]amino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


3.91 


89 




2-[[[(2-Bromo-5- 

methoxyphenyDaminolcarbonyl] 

ainino]-N-(2,4,6- 

trimethylphenyl)-6- 

benzotbiazolecarboxamide 


4 61 


90 




2-[([(2-Methoxy.6. 
methylphenyDamino] carbonyl] a 
mino)-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxainide 


4.10 


Q 1 




^' 1 1 lU ,o-JJiinetnyi- lii-inaoi-5- 
yl)amino]carbonyl] aminoJ-N- 
(2,4,6-txiinethylphenyl)-6- 
benzothiazolecarboxamide 


4.28 


92 


/*=\ 


2-[[[(3-(l,3,4-Oxadiazol-2- 
yDphenyl) amino) carbonyl] amino 
: -N-(2,4,6-trimethylphenyl).6- 
benzothiazolecarboxamide 


3.76 


93 


a H3C 


2-[[((2-Cbloro.6- 

methylphenyl )ammo] carbonyl] a 

mino]-N-(2,4,6-trimethylphenyl)- 

6-benzothiazoiecarboxamide 


4.08 
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94 


Hfi 


2-I[([3- 

(Methylthio)phenyl] amino] carbon 
yl]aminol-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.48 


95 




2-[l[(4-Methoxy-2- 
methylphenyDamino] carbonyl) a 
minoI-N-(2,4,6-trimethylphenyl)- 
6-beazothiazoiecarboxamide 


4.59 



Eyam plPR 96 tO 140 

5 General Procedure 

Compounds 96 to 140 were prepared following the procedure 
described below. 

Diisopropylethyl amine (50 jtL, 0.288 mmol) was added to a 
mixture of the free base of 2 (30 mg, 0.096 mmol), the appropriate 

10 carboxylic acid (0.115 mmol), l-hydroxy-7-azabenzotriazole (17 mg, 0.125 
mmol), and ethyl-3-(3-dimethyl£muno)-propyl carbodiimide 
hydrochloride (24 mg, 0.125 mmol) in THF (1 mL). The mixture was 
heated at 45'C for 18-72 h. The reaction mixtxire was diluted with 
dichloromethane (5 mL) and washed with 1 N aq. HCl solution (2x), and 

15 IN aq, NaOH solution (2x). The organic extract was dried (MgS04), 
filtered and concentrated in vacuo. The crude products were purified 
either by trituration with dichloromethane-ether or by automatic 
preparative HPLC (conditions: YMC ODS A 20x100 mm column, 10 
minute gradient starting fi-om 30% solvent B (90% MeOH, 10% HgO, 0.1% 

20 TFA) and 70% solvent A (10% MeOH, 90% Kfi, 0.1% TFA) to 100% 

solvent B, flow rate 20 mL/min, X = 220 nm) to obtain the compoimds of 
these Examples which are identified in Table 3 below. 

In Table 3, TOLC Ret Time" was the HPLC retention time 
obtained xmder the following conditions: YMC S5 ODS 4.6 x 50 mm 

25 Ballastic Column, 4 min gradient starting from 100% solvent A (10% 
MeOH, 90% H2O, 0.2% H3PO4) to 100% solvent B (90% MeOH, 10% HgO, 
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0.2% H3PO4), flow rate 4 mL/min, X = 220 nM for compounds 99 to 140. 
For compound 98 the HPLC conditions were: Zorbax SB-C18 4.5 mm x 7.5 
cm short colimin, 8 min gradient starting from 100% solvent A (10% 
MeOH, 90% H2O, 0.2% H3PO4) to 100% solvent B (90% MeOH, 10% H^O, 
5 0.2% H3PO4), flow rate 2.5 mL/min, X = 217 nM. For compound 96 the 
HPLC conditions were: YMC S5 ODS 4.6 x 50 mm Ballastic Colxmin, 4 
min gradient starting from 100% solvent A (10% MeOH, 90% HgO, 0.2% 
H3PO4) to 100% solvent B (90% MeOH, 10% H2O, 0.2% H3PO4), flow rate 3 
mL/min, X = 220 nM. For compound 97 the HPLC conditions were: YMC 
10 S5 ODS 4.6 X 50 mm Ballastic Column, 8 min gradient starting from 
100% solvent A (10% MeOH, 90% H2O, 0.2% H3PO4) to 100% solvent B 
(90% MeOH, 10% HjO, 0.2% H3PO4), flow rate 3 mL/min, X = 220 nM. 



TABLES 

15 



Rx. 
No. 


Compound Structure 


Compound Name 


HPLC 
Ret 

Time 
(min) 


96 




2-[[(4. 

MethoxycyclohexyDcarbonyl] a 
mino]-N-{2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.73 


97 




2-I(2,2-Dimethyl-l- 
oxopropyl)amino]-N-(2,4,6* 
trxinethylphenyl)-6- 
benzothiazolecarboxamide 


8.62 


98 




2- [ ( 2-Thienyl acetyl )amino) -N- 

(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


8.58 


99 


H 


2- 

[(Cyclopropylcarbonyl)aminol - 

N-(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


3.93 
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100 


^ N 
/ 


2- [(CyclobutylcarbonyDamino] - 
N-(2,4,6-trimethyiphenyl)-6- 
benzothi az olecarboxami d p 

K#WAA«#W VAAAC^A VAvWOA " 1 ft.JI A \J. ^ 


4.00 


101 


^ N 

/ 


2- 

[(CyclopentylcarbonyDamino]- 
N-(2 4 6-trimethvlr)henvn-6- 
benzothiazolecarboxamide 


3.97 


102 




2-[(3-Cyclopentyl-l- 
oxopropyl) amino] -N-(2,4,6- 
triniethylphenyl)-6- 
benzothiazolecarboxamide 


4.52 


103 


CM 


2-[(l-Cyclopenten-l- 
yicarbonyl)amino]-N-(2,4,6- 
trimethylphenyl )-6- 
benzothiazoiecarboxamide 


4.27 


104 




2-[(Cyclohexylacetyl)amino]-N- 

(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.51 


105 




2-[(1.0xo-2- 

phenyipropyl)amino]-N-(2,4,6- 
trimethylphenyl )-6- 
benzothiazolecarboxamide 


4.20 
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106 


N 


2-[(2-Methyl-l- 
oxopropyl)amino]-N>(2,4,6- 

trim etVi vl tih pti v1 ^. R. 

benzothiazolecarbozamide 


3.89 


107 


o=< 

N 

o 


2-1(1-0x0-3- 

phenox37propyl)amino]-N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.34 


108 


it 

N 

o 


2-1(1-0x0-3- 

phenyipropyl)ainino]-N-(2,4,6- 

trimethyiphenyl)-6- 

ben z othiaz olecarb oxamide 


4.22 


109 


N 


2-[l3-(2-Methoxyphenyl)-l- 
oxopropyl]aininol-N-(2,4,6- 
trimethylphenyl)-6- 
bcnz otlii a z ol c c arb oxaiiiid6 


4.25 


110 


O-s o 0- 


2-[[3-(2,3,4-TTimethoxyphenyl)- 
l-oxopropyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazoiecarboxaznide 


4.15 


111 


N 


2- [(1 ,4-Dioxopen tyl )amino] -N- 

(2,4,6-trimethylphenyl)-6- 

benzothiazoiecarboxamide 


3.98 



-70- 



wo 99/24035 



PCTAJS98/23204 



112 




2-K2- 

NaphthalenylacetyDaminol-N- 

(2,4,6-tnmethylphenyl)-6- 

benzothiazolecarboxaxnide 


4.42 


113 




2-[[(2-Cliioro-6- 

fluorophenyDacetyl) amino) -N- 

{2,4,6-trimethylphenyl)-6' 

benzothiazolecarboxamide 


4^1 


114 




2.[l(2- 

Methylphenyl)acetyl]ammo]-N- 

(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.31 








115 


N 


241(3- 

MethoxjrphenyDacetyi] amino] - 

N-(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.07 


116 


N 


2-[[(4- 

ChiorophenyDacetyl] amino] *N- 
(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.30 


11/ 




^- i-uxo-4-pentynyi jaminoj - JN - 

(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


o.7d 
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118 


it 

G^S 0 0 


5-Oxo-5-.[(6-[[(2,4,6- 

trimethy Iphenyl )amino] car bony 

l]-2. 

benzothiazolyl] amino] pentanoic 
acid» methyl ester 


3.96 


119 


0 


2-[(l-Oxohexyl)amino]-N-(2,4,6- 

trimethylphenyi)-6- 

benzothiazolecarbozamide 


4.36 


120 


it 

0 

O-s 0 


2-[(l-Oxoheptyl)amino]-N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.49 


121 




2.[(l-Oxo-4-(2> 

thienyDbutyl] aminol-N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.42 


122 


^: 


2-[(3-Thienylcarbonyl)amino]- 
N-(2,4,6.trimethylphenyl)-6- 
benzothi azolecarboxamide 


4.06 


123 


• 

N 


2.[[(4- 

Nitropheny 1 )acetyl) amino) -N- 

(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.17 
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124 



125 





2-113,5- 

Bis(trifluoromethyl)phenylJ acet 
yl)aininol-N.(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 



2-[[2.[4-(2-Methypropyl)phenyl]- 
1-oxopropyl] amino] -N- (2,4,6 - 
t^imethyiphenyl)-6- 
benzothiazolecarboxamide 



4.65 



4.80 



126 




2-l[(3-Cyclohexen-l. 
yl)carbonylJamino]-N-(2,4,6- 
trimethylphenyl )-6- 
benzotbiazolecarboxamide 



4.20 



127 



it 



2- ([3-(3-Methoxypheiiyl)-l- 
oxopropyl] aminol-N-(2,4,6- 
trimethylphenyl )-6- 
benzothiazolecarboxamide 



4.22 



S O 



128 



N^' CI 




2- [[(2,3,6- 

TrichlorophenyDacetyllamino]- 

N-(2,4,6-triinethylphenyl)-6- 

benzothiazolecarboxamide 



4.50 



129 




2- ( [( 1 ,3-Benzodioxol-5- 
yl)acetyllainiiiol-N-(2,4,6- 
trimethylphenyl)-6- 
benzotbiazoiecarboxamide 



4.04 
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130 


N 


2-[II2- 

(Phenylmethoxy)phenyl) acetyl) a 
mmo)-N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.35 


131 




2.(1(3,5- 

Dimethox3^henyl)acetyll amino) 
-N.(2,4,6-trimethylphenyl)-6- 

ATI vn^Vi 1 o 7 n 1 o £1 T'V) n V a Tn i H ^ 


4.09 


132 


N 

Q-s 0 


2-I[3-(l,3-Benzodioxol.5-ylM- 
oxopropyl] amino] -N-(2,4,6- 

trim ethylphenyl )-6- 
benzothiazolecarboxamide 


4.18 


133 


O N 


2-[[(Tetrahydro-2- 
furanyDcarbonyl) amino) -N- 
(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


3.93 


134 


N 

0 


2-Il2-(Acetyiamino)-l- 
oxopropyl]amino]-N-(2,4,6- 
trimethylphenyl )-6- 
benzotiiiazolecarboxamide 


3.63 


135 


s-tf 


2-[l2-(Acetylamino)-l- 
oxohexyl) amino] -N-(2,4,6- 
trimet^lylphenyl)-6- 
benzothiazolecarboxamide 


3.97 
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136 


it 


2- [(CyclopropylacetyDaminol-N- 
(2,4,6-trimethylphenyl)-6- 
benz otiiiazolecarbox&inide 


3.92 


137 


k 

0 


N,N-Diinethyl-N'-[6-[[(2,4,6. 
trimethylphenyDamino) carbony 
11-2- 

oenzoLiuazoiyij Diixaii6aiaLxniae 


3.66 


138 


H y"^ 


2-[(l- 

Adamantylcarbonyl )amino] -N- 

(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide 


4.59 


139 


^ N 

o 


2.[[(4- 

MethyicyclohexyDcarbonyl] ami 
no]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 


4.42 


140 




2-[(3-Methoxy-l- 
oxopropyl)amino]-N-(2,4,6- 
trimethylphenyl )-6- 
benzotfaiazolecarboxamide 


3.34 



Examples 141 to 163 

5 Qmerq,l PrQQ^dur^ 

Compounds 141 to 163 were prepared following the procedure 
described below. 
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A. 2-ferf-Putoxycarbonvloxvamino- benzothiazole-6-carboxvlic 
acid chloride 

A 2 M solution of oxalyl chloride in dichloromethane (6.8 roL, 
13.59 mmol) was added to a suspension of IC (2 g, 6.79 mmol) in 
dichloromethane (25 mL) at 0"C. Dimethylformamide (3 drops) was 
added. The ice bath was removed and the suspension was stirred at RT 
for 3 h and then heated to 32''C for an additional 3 h. The mixture was 
diluted with ether (25 mL) and the solid was collected by filtration. The 
soHd was washed with ether several times, and dried in vacuo to obtain 
the title compound of this step (1.75 g, 82%). An additional crop of the 
title acid chloride was obtained by the trituration of the filtrate after 
concentration, with ether (250 mg, 12%). 

B. Compounds 141tQ 163 

Diisopropylethyl amine (23 jiL, 0.288 mmol) was added to a 
mixture of 2-^e^^-butoxycarbonyloxyamino-ben2othiazole•6-carboxylic 
acid chloride (34.41 mg, 0.11 mmol), and the appropriate aniline (0.12 
mmol) in THF (1 mL). The mixture was stirred at RT for 22 h. The 
reaction mixture was diluted with dichloromethane (4 mL) and washed 
with 2 N aq. HCl solution (2x), dried (NagSOJ, filtered and concentrated 
in vacuo. The crude products were purified either by trituration with 
dichloromethane-ether (1:1) and/or by silica gel chromatography 
(eluting solvent: 2-5% MeOH in dichloromethane), and the compoimds 
obtained in these Examples are identified in Table 4 below. 

In Table 4, «HPLC Ret Time" was the HPLC retention time 
obtained imder the following conditions: YMC S5 ODS 4.6 x 50 mm 
BaUastic Column, 4 min gradient starting firom 100% solvent A (10% 
MeOH, 90% HgO, 0.2% H3PO4) to 100% solvent B (90% MeOH, 10% H^O, 
0.2% H3PO4), flow rate 4 mL/min, X = 220 nM. 
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Ex. 
No. 


Compound Structure 


Compound Name 


HPLC 
Ret 
Tune 
(min) 


141 


,0 

0 , 


I6-I[(2,3-Dihydro-lH-inden. 
5-yl)amino] carbonyl]-2- 
benzothiazolyllcarbamic 
acid, 1,1-dimethylethyl 
ester 


4.44 


142 


Q-s 0 , 


(6.[(2. 

Naphthylenylamino)carbo 
nyl]-2- 

benzothiazolyl] carbamic 
acid, Ijl-dimethylethyl 
ester 


4.46 


143 


O N-T^ 


[6-[[(3.Hydroxy-2- 
naphthalenyDaminoJ carbo 

nyl)-2- 

benzothiazolyljcarbamic 
acid, 1,1-dimethylethyl 
ester 


4.46 


144 


^< 


[6-[[(2-Fluoro-5- 

methylphenyl)amino]carbo 

nyll-2- 

benzothiazolyl) carbamic 
acid, 1,1-dimethylethyl 
ester 


4.21 


145 




l6-[[(2^Chloro-6. 
methylphenyDamino] carbo 
nyll-2. 

benzothiazolyllcarbamic 
acid 1 1 •dimpthvlpthvl 
ester 


4.05 


146 




[6-[[(2,6- 

DimethylphenyDamino] car 
bonyl]-2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethyiethyl 

ester 


4.07 
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147 




l6-n(4-Bromo-2- 
methylphenyl )aininol carbo 
nyll-2- 

benzothiazolyljcarbamic 
acid, 1,1-diniethylethyl 
ester 


4.34 


148 




[6-[[(3-Bromo-2,4,6- 

trimethylphenyDaminolcar 

bonyl)-2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


4.45 


149 




l6-lll2,6-Dimethyl-3-(l- 
xnethylethyDphenyl] amino] 
carbonyl]-2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


AAA 


ISO 




I6-[[(2.Bromo-4,6- 
dimethylphenyDamino] car 
bonyl]-2- 

benzothiazolyl) carbamic 
acid, 1,1-dimethylethyl 
ester 


4,22 


151 




[6-Il(2-Methyl-6- 
quinolinyDaminolcarbonyl 
]-2-benzothiazolyl] carbamic 
acici, 1,1-aimetnyietnyi 
ester 


3.41 


152 




[6-U(4-Methoxy-2- 
naphthalenyl )amino] carbo 

nyl]-2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


4.58 


153 




16-[I(6-Methyl-5- 
quinoxinyi /amino j caruonyx 
[ -2-benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


3.26 
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154 




l6-[II2-(2.Hydroxyethyl).6- 
methylphenyl] amino] carbo 
nyl].2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


3.85 


155 




I6-[[{2,6-Dimethyl-3- 
nitrophenyDaxnino) carbony 
1].2. 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 

ester 


4.03 


156 




[6-[l(2-Bromo-3,4,6- 

trim ethylphenyDamino] car 

bonyl)-2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


4.32 


157 




[6-[[(2-Acetyl-6- 
hydroxyphenyUaminoJcarb 

onyll-2- 

benzothiazolyl] carbamic 
acid, 1,1-dimethylethyi 
ester 


4.26 


158 




16-I[[4.[[(1,1. 

Dim ethyl ethoxy ) carbonyl] a 
minol-2,3,5,6- 

f* of^sa fn o ^ Vi Tk Vi on vl 1 a m i nnl r> 
Lc kr dUI C itllj lyixtsuy 1 J cLUlUlU J b 

arbonyl]-2- 

benz othi azolyl] carb amic 
acid, 1,1-dimethylethyl 
ester 


4.31 


159 




[6-([(4-Bromo-2,6- 

dim ethylphenyDamino] car 

bonyl]-2- 

benz othi azolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


5.13 


160 


0 


[6-[[[3-Acetylaminol-4,6- 
dim ethylphenyll amino] car 
bonyl]-2- 

benzothi azolyl] carbamic 
acid, 1,1-dimethylethyl 
ester 


4.27 
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161 




[6.f[(2,6- 

DimethoxyphenyDamino] c 
arbonyl] -2- 

benzothiazolyllcarbamic 
acid, l.l'dimethylethyl 
ester 


3.73 


162 




[6-[{(2-Methyl-l- 

naphthalenyDaminolcarbo 

nvll-2- 

benzothiazolyl] carbamic 
add, 1,1-dimethylethyl 
ester 


4.18 


163 




3-[[l2-ll(l,l- 

Diinethylethoxy)carbonyl] a 
znino]-6- 

benzothiazolyl] carbonyl) am 
ino]-4-methyl-2- 
thiophenecarboxylic acid, 
methyl ester 


4.09 



Example 164 

Preparation of f6-rf(2.4,6-Trimeth vlDhenvl)amino1carbonvn-2- 
5 benzothiazolvncarb flTnin ay^^ . methvl ester 




Methyl chloroformate (250 ^iL) was added dropwise to a stirred 
solution of the free base of 2 (62 mg, 0.2 mmol) in THF (10 mL) and 10% 
aq. KHCOg solution (15 mL) at 0 to 5"C. The biphasic mixture was stirred 

10 for 2 h, and then diluted with dichloromethane (25 mL) and water (20 
mL). The organic extracts were dried (MgS04), filtered and 
concentrated. The crude residue was chromatographed on a silica gel 
column and eluted with 30% EtOAc in hexanes, followed by 50% and 70% 
EtOAc in hexanes, and 10% MeOH in dichloromethane to obtain the title 

15 compound (42 mg, 57%) as a white solid. 
MS = 370(M*+H) 
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Preparation of 2-rrfAcetvlaTnin o)acetvl]ainino1-N-(2.4.6-trimethvlDhenvl)- 

6-benzothiazoleca rh9vai^^^*> 

5 




Diisopropylethyl amine (400 |iL, 2.3 mmol) was added to a mixture 
of the free base of 2 (50 mg, 0.16 mmol), N-acetylglycine (42 mg, 0.36 

10 mmol), l-hydroxy-7-azabeiizotriazole (49 mg, 0.36 mmol), and ethyl-3-(3- 
dimethylamino)-propyl carbodiimide hydrochloride (72 mg, 0.36 mmol) 
in THF (6 mL). The mixture was heated to 50"C overnight, cooled to RT, 
diluted with dichloromethane (60 mL) and washed with 2 N aq. HCl 
solution (20 mL), and satd. NaHCOg solution (15 mL, 2x). The 

15 dichloromethane extract was dried (MgS04), filtered and concentrated. 
The residue was diluted with dichloromethane-methanol (20 mL, 4:1) 
and EtOAc (5 mL) was added. The precipitated sohd was filtered, 
washed with EtOAc (5 mL, 3x), and dried in vacuo to obtain the title 
compound of this Example (15 mg, 22.8%). 

20 MS = 411.1 (M" + H) 

Example 166 

Preparation of N-(2>Chloro-6-methvlphenvD-2-rr[f 1.1« 
dimethyl ethvl ^ami 719] carbonvll amino! -6-benzothiazolecarbQyflTTni ^ft 

25 
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A. Ethvl-2-[r(phenoxvlcarbonvl1aminoUb enzQthiazQle-fi- 
cayboxylate 

Phenyl chloroformate (14.25 mL, 113,6 mmol) was added dropwise 
to a stirred solution of lA (8.6 g, 37.86 mmol) in THF (300 mL) and satd. 
aq. KHCO3 solution (300 mL) at 0 to The biphasic mixture was 
stirred for 3.5 h. The THF layer was separated and the aq. layer was 
extracted with dichloromethane (150 mL, 2x). A yellow solid which 
precipitated during the work up was collected by filtration, washed with 
dichloromethane, water and ether. Organic extracts were combined, 
dried (Na2S04), filtered and concentrated to obtain a yellow solid. The 
crude solids were combined, diluted with ether (100 mL), filtered, and 
dried in vacuo to obtain the title compound of this step as a yellow solid 
(11.24 g, 85%). 

B. Ethvl-24f[(l .l-DimethvlethvnaminQlcarbQnvllaminoU 
benzothiazole*6'Carboxvlate 

tert-Butyl amine (6.66 mL, 63.4 mmol) was added to a stirred 
suspension of 166A (11.23 g, 32.33 mmol) in THF (163 mL). The 
suspension was stirred at RT for 16 h, and the yellow solid was filtered, 
washed with THF, 2 N aq. HCl solution, 0.1 N aq. NaOH solution, water 
and ether. The filtrate was diluted with dichloromethane and washed 
with 2 N aq. HCl solution (2x) and 0.1 N aq. NaOH solution (2x) and 
brine. The dichloromethane extract was dried (NagSO^), filtered and 
concentrated to obtain a yellow solid. Solids were combined, suspended 
in ether, filtered, washed several times with ether and dried in vacuo to 
obtain the title compound of this step (10.41 g, 100%). 

C. 2-rrr(Ll-Dimethvlethvl)aminolcarbQ nvllaminol- 
benzothia2ole-6-carbo3glif! arid 

An aq. 2 N potassium hydroxide solution (405 mL) was added to a 
suspension of 166B (10.41 g, 32.4 mmol) in THF (90 mL) and ethanol (135 
mL). The mixture was heated to 60*C, cooled to 0*C and concentrated. 
The residue was cooled to 0*C and acidified to pH 1.0 with cone. HCl 
solution. The precipitated solid was filtered, washed with water and 
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ether. The solid was suspended in toluene (2x) and concentrated \mder 
reduced pressure. This operation was repeated with ether (2x). The 
solid was collected and dried in vacuo over phosphorus pentoxide to 
obtain the title add of this step (10 g , 100% yield). 

5 

D. 24ff(Xa'Dimethvlethvl)aminolcarbQ nvnaminol- 
benzothia2Qle-6-carboxvlic acid-7-a2a-be n2otriazole ester 
("HOAT fister") 

Diisopropylethyl amine (958 jiL, 6.84 mmol) was added to a 
10 solution of 166C (500 mg, 1.71 mmol), and HATU (778 mg, 2.05 mmol) in 
dimethylformamide (10 mL). The solution was stirred at RT overnight, 
diluted with dichloromethane and washed with 1 N aq. HCl solution and 
water. The dichloromethane extract was separated, dried (MgSO^) and 
concentrated. The crude solid was triturated with methanol (2x) to 
15 obtain the title compound of this step (380 mg, 54.3%). A second crop of 
the title compoimd (152 mg, 21.7%) was obtained after trittiration of the 
residual filtrate. 

E. N-f 2>ChlorQ>6^methvlphenvl)-2- f F f f 1 . 1 - 
20 dimethvlethvl)aminn1 carbonvllamino1>6. 

benzothiazolecarboxamide 
AIM solution of sodium bis-trimethylsilyl amide (366 jiL, 0.37 
mmol) was added to a stirred solution of 2-chloro-6-methylaniline (33.1 
^L, 0.268 mmol) in THF (2 mL). The mixture was stirred at RT for 10 

25 min, and 166D (100 mg, 0.244 mmol) was added. Dimethylformamide (2 
mL) was added to dissolve the precipitate obtained during the reaction. 
The mixture was stirred at RT overnight, diluted with dichloromethane 
and washed with 1 N aq. HCl solution (30 mL, 3x), 5% aq. KHCO3 
solution (20 mL, 2x). The organic extract was dried (MgSO^), filtered 

30 and concentrated. The crude residue was purified by automated 
preparative HPLC (conditions: YMC ODS A 20x100 mm coliamn, 10 
minute gradient starting firom 30% solvent B (90% MeOH, 10% HgO, 0.1% 
TFA) and 70% solvent A (10% MeOH, 90% HjO, 0.1% TFA) to 100% 
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solvent B, flow rate 20 znL/min, X = 220 nm) to obtain the title compound 
of this Example (19.5 mg, 19%). 
MS = 417(M*+H) 



5 Alternative method 



A(Alt). r6-rr(2-Chloro>6-methvlDhenvl)amino1carbQnvn-2- 

benzothiazolvllcarb^Tnic acid. 1.1-dimethvlethvl ester 
Diisopropylethyl amine (1.67 mL, 6.02 mmol) was added to a 
10 stirred suspension of I41A [2-ter^-butoxycarbonyloxyeimino- 

benzothiazole-6-carboxylic acid chloride] (1.88 g, 6.02 mmol), 2-chloro-6- 
methylaniline (960 |iL, 7.83 mmol) in THF (40 mL). The mixture was 
stirred at RT overnight and then diluted with dichloromethane (100 mL). 
The reaction mixture was washed with 1 N aq. HCl solution (2x), 1 N aq. 
15 NaOH solution, and brine. The organic layer was dried (Na2S04), 

filtered, and concentrated. The residue was diluted with EtOAc (10 mL), 
stirred for 20 min, and diethyl ether (5 mL) was added. After 5 min, the 
solid was filtered, and dried in vacuo to obtain the title compoimd of this 
step (940 mg, 37%). 

20 

B(Alt). 2-Amino-N-(2-chloro-6-methvlphenvl)-6- 

benzothiazolecarboxamide 
A solution of 166A(AIt) (940 mg, 2.25 mmol) in trifluoroacetic acid 
(5 mL) and dichloromethane (2 mL) was stirred at RT overnight. The 
25 mixture was concentrated, diluted in dichloromethane (100 mL), and 
washed with satd. sodium bicarbonate solution (2x), water and brine. 
The dichloromethane extract was dried (NasSO^), filtered, and 
concentrated in vacuo to obtain the title compound of this step (750 mg, 
98%). 

30 

C(Alt). r6-rrf2-Chlor o-6-methvlphe nvl)aminQlcarbQnvll-2- 
benzothiazolvllcarbamic acid, phenyl ester 
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Analogous to the preparation of Example 7A except using 
166B(Alt) in place of the firee base of 2 gave the title compound of this step 
(92%) after taituration with diethyl ether/EtOAc (1:1), 



5 D(Alt). N.f2.Cailoro.fi. methvlphenvn.2.rrr(1 1 - 

dimethvlethvnamino1carbonvnaminnl.fi. 
benzothiazolecarhoxamidft 
A solution of 166C(AIt) (680 mg, 1.57 mmol) and tert-butyl amine 
(196 fiL, 1.87 mmol) in THF (50 mL) was stirred for 7 h. The mixture was 
10 diluted with dichloromethane (200 mL) and washed with 1 N aq. HCl 
solution (50 mL), 1 N aq. NaOH solution (50 mL, 2x). The organic extract 
was dried (Na^SO^), filtered, and concentrated. The residue was 
triturated with diethyl ether to obtain the title compound of this Example 
(488 mg, 75%). 

15 

Example 167 
Preparation of N-(2.6-DichlorophenvI)-2-rf m.l- 
dimethvlethvl)amino1carbonvI1amino]-6>benzothiazolecarboxamide 




Analogous to the preparation of compound 166E except using 2,6- 
dichloroaniline gave the title compound (17%) after purification by 
automated preparative HPLC (conditions: YMC ODS A 20x100 mm 
25 column, 10 minute gradient starting fi-om 30% solvent B (90% MeOH, 
10% HjO, 0.1% TEA) and 70% solvent A (10% MeOH, 90% H2O, 0.1% 
TEA) to 100% solvent B, flow rate 20 mL/min, a = 220 nm). 
MS = 438(M"+H) 

30 E?^^fflple 168' 
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PrCTaration of N.(4-Bmmo-2.6-diinftthvlTihenvl).2.frff1 1. 
ftimethYktbYl)aminQlcarhonvIlamino]-6.benzothiflzolecarbnirainirifi 




Analogous to the preparation of compound 166E except using 4- 
broino-2,6-dimethyianiline gave the title compound (19%) after 
purification by automated preparative HPLC (conditions: same as in 
Example 167). 
10 MS = 477 (M* + H) 

Example 169 

Preparatio n of N-(4-CarbomethoxY-2.6-Dimethvlphenvl)-2-rrf 1.1- 
diTnethvlethox vlcarbonvIlaminol-G-benzothiazolecarhnvamif lA 

15 




Analogous to the preparation of the compounds of Table 4 using 4- 
carbomethoxy-2,6-dimethylaniline gave the title compound of this 
20 Example (53%). 

MS = 428.1(M* +H) 

Example 170 

Preparation of N-(4.Hvdrn xvmethvl-2.6-Dimethvlphenvl)-2-rrri.l- 
25 dimethvlethoxvlcarbonvllamiTin 1.6-ben2othiazolBcarhn^caTnirip 
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Analogous to the preparation of compounds 141 to 163 except using 
4-hydroxymethyl-2,6-dimethylaniline gave the title compound of this 
5 Example (71%). 
MS = 456.1 (M* + H) 

Example 171 

Preparation of f4-MethvI-6-rff2.4.6-trimethvlphftTiy naTnm o1carbonvn>2- 
10 benzothiazolvllcarbamic acid. 1.1 -dime thvlethvl ester 



H3CL 



CH3 



OH 




T s 



A. Methvl-2-amino-4-methvI-benzothiazole-6-carboxvlate 
15 Analogous to the preparation of compound lA except using 

methyl-4-aiQino-3-methylbenzoate gave the title compound of this step. 

B. MethvI-2.2-bis-^er^'butoxvcarbonvloxvamino-4-methvl- 
benzothiazole-6-carboxvlate 

2C A suspension of 171A (1.16 g, 5.2 mmol, 85% pure), di-t- 

butylcarbonate (2.37 g, 10.87 mmol) and 4-dimethylaminopyridine (93 
mg, 0.76 mmol) in THF (80 mL) was heated to 60'C for 3.5 h. The mixture 
was cooled, washed with 1 N aq. HCl solution (50 mL, 2x), and water. 
The organic extract was dried (MgS04), filtered and concentrated to 

25 obtain the title compotmd of this step (693 mg, 31.5%). 

carbo?cyhc acid 
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Analogous to the preparation of IC except using 171B gave the title 
compound (95%) of this step as a white solid. 

D. f4-Methvl-6 -rr(2.4.6-trimethvlphenvl)amino1carbonvl1-2- 
5 benzothiazolvncarbami c acid. l.l->dimethvlethvl ester 

Diisopropylethyl amine (65 fiL, 0.51 mmol) was added to a stirred 
solution of 171C (50 mg, 0.17 mmol), 2,4,6-trimethylaniline (28.4 jiL, 0.203 
mmol) and benzotriazolo-l-ylox3rtris(dimethylamino)phosphonium 
hexafluorophosphate (Castro's reagent, 89.6 mg, 0.203 mmol) in 
10 dimethylfonnamide (2 mL). The solution was stirred at RT for 40 h and 
then diluted with dichloromethane (50 mL). The mixture was washed 
with 1 N aq. HCl solution (25 mL, 2x) and water, dried (MgSO^), filtered 
and concentrated. The crude residue was triturated with a mixture of 
ether and EtOAc, Solid was collected and dried in vacuo to obtain the title 
15 compound of this Example (43 mg, 62%). 
MS = 426 (M* + H) 



Preparation of 2>Amin o-4-»methvl-N-(2.4.6-trimethvlphenvlV6- 
20 benzothiazolecarboxamide. trifl uoroacetate (1:1) 



CF3COOH • Haff-H^ 1 




S 



Analogous to the preparation of compound 2 except using 171D 
25 afforded the title compound of this Example (74%). 
MS = 326(M*+H) 

Example 173 

Preparation of 4>Methoxv-f 6-fr(2.4.6>trimethvlphe nYl)fl7"^P"1 ^arbonvl]>2- 
30 benzothiaz olvllca^^q mic acid. Ll-dimethvlethvl ester 
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OCH3 




Analogous to the preparation of 171D except using methyl-4- 
5 amino-3-meth6xybenzoate gave the title compound of this Example. 
MS = 442 (M* + H) 



10 



Example ^74 

Preparation of 2-Amino-4-methoxv-N -(2.4.6>trimethvlDhenvlV6- 
bengothiazoiecarboxamide, trifluoroacetate (1:1) 



OCH 



CFaCOOH 




Analogous to the preparation of 2 except using 173 afforded the 
15 title compound (82%) as a white solid. 
MS = 342 (M* + H) 

Prepar ation of 2-rr(Methvlainino)carbonvl1aminoi>N-(2.4.6- 
20 trimethvlphenvlVe-b enzothiazolecarboxamide 




AnalogoTis to the preparation of 15 except using methyl isocyanate 
gave the title compound (71%) as a white solid. 
MS = 369(M* + H) 
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Preparation of 2-rfrMethvlaminn1r»irhnT, v nammQl-4.Tnethoxv.N.f2.4.fi. 
trimethvlphenvD-fi-hftnzothiaznlecarhftYaTnirio 



Analogous to the preparation of 175 except using 174 gave the title 
compound (39%) as a white solid. 
10 MS = 399(M*+H) 



Preparation of 5-Mfit.hn xv-f6-rr(2.4.fi-trimethvlphenvl)amino1carbonvn-2- 
benzothia zolvllcarbamic acid. 1.1-dimethvlethvl ester 



Analogous to the preparation of 171D except using methyl-4- 
amino-2-metho]Qrbenzoate gave the title compound of this Example. 
20 MS = 442(M*+H) 

B-gam plp 17« 

Preparation of 2-A mino-N-U.N.N-dimethvlaTniTin-2 3 S,fi- 
tstramethYlphenvD-g-bePZOthiazolecarboxamide. trifluoroacetate (1:1) 




Example 1 77 




25 
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CF3COOH • HaN-^ 



H3C CH3 




N(CH3)2 



HaC CH3 



Analogous to the preparation of the compounds of Table 4 using 
5 using Ni,Ni,2,3,5,6-hexamethyl-l,4-phenylenediaminedihydrochloride 
gave the title compound of this Example after purification by automated 
preparative HPLC (conditions: same as in Example 167). 
MS =369.2 (M*+H) 



10 Examples 179 and 180 

Preparation of 5-Chloro-r6-r[f2.4.6-trimethvli)heD y1)amiTin]r arbonvIl>2> 
bepzothiazolvHcarbamic acid, 1,1-dimethvlethvl ester (179) 



15 



CH3 o 



and 



HoC 




20 



7-Chloro-f6-ff(2.4.6-trimethvlphenvl)aminolcarbonvl]-2- 
benzothiazolvncarbamic acid. 1.1-dimethvlethvl ester (im 

CH3 O 




25 



Methvl-2-aTnino-5-chloro-benzothia2Ql6-6.carbQ3tvlate fl79A^ 
and Methvl-2-amino-7-ch]oro.ben2QthiazQle.6.earhnTvlate 

asm 
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Analogous to the preparation of compound lA except using 
methyl-2-amino-4-chlorobenzoate gave a mixture of the title compoimds 
179A and 180A in 2:1 ratio (71%), 

B. Methvl-2-^er^butoxvcarbonvlQxvamino>5-chlQro- 
benzothiazole-6-carboxvlate f 179B) and Methvl-2-ter^ 
butoxvcarbonvIoxvamino-T-chloro-benzothiazole-S- 
carboxvlate (180B) 

Analogous to the preparation of compound IB except using a 
mixture of compoimds 179A and 180A gave a mixture of the title 
compoimds 179B and 180B (2:1) as a yellow solid (63%). 

C. 2"ter^-Butoxvcarbonvloxvamino-5-chloro-benzothiazoIe-6- 
carboxvlic acid (179C?) and 2-i^gr^-ButoxvcarbonvlQyy flTT iinn.7- 
chloro-benzothiazole-G-carboxvIic acid (180C) 

A solution of a mixture of compoimds 179B and 180B (3.75 g, 10.9 
mmol) in ethanol (50 mL) and 2 N aq. sodium hydroxide solution (27.5 
mL, 55 mmol) was stirred at RT for 18 h. Most of the ethanol was 
removed in vacuo and the residue was cooled to 0°C and acidified with 
satd. aq, potassium hydrogen sulfate to pH 1-2. The precipitate was 
filtered, washed with water and dried in vacuo to obtain a mixture of the 
title acids 179C and 180C (4.3 g, 100%, 2:1 ratio) as a yellow sohd. 

D. 5-Chloro- f 6- [ [(2.4.6-trimethy 1 ph pnyl )fl Tn inol carbon vll -2- 
benzothiazolvllcarbamic acid. Ll-dimethvlethvl ester (179D) 
and 7-Chloro-f6-rrf2.4.6-trimethvlpbPTiYl)flTni nolcarbonvn-2- 
benzothiazolvllcarbamic acid, 1,1-dimethvlethvl ester fl80D) 

Diisopropylethyl amine (400 ^L, 2.2 mmol) was added to a stirred 
suspension of compounds 179C and 180C (328 mg, 1 mmol), 2,4,6- 
trimethylaniline (170 jiL, 1.1 mmol) and benzotriazolo-1- 
yloxytris(dimethylamino)phosphonixun hexafiuorophosphate (Castro's 
reagent, 485 mg, 1.1 mmol) in dichloromethane (5 znL). The solution was 
stirred at RT for 18 h, filtered and dried to obtain a mixture of 
intermediate benzotriazolo-esters (400 mg) which was dissolved in 



-92- 



wo 99/24035 



PCT/US98/23204 



10 



15 



20 



25 



dimethylfonnamide (5 mL) and 2,4,6-trimethylaniline (560 ^L, 4 mmol) 
was added. The solution was heated to 50'C for 72 h, cooled and diluted 
with EtOAc (100 mL) and water (100 mL). The EtOAc layer was 
separated, washed with 1 N aq. HCl solution (100 mL, 3x), brine (50 mL), 
dried (MgS04), filtered and concentrated. The orange-yellow soliii was 
dissolved in dimethylsulfoxide (1 mL) and diluted with methanol (5 mL), 
followed by water (5 mL). The solution was let stand at RT for several 
hours. The precipitated solid was filtered, washed with water (20 mL), 
dried and then recrystallized from DMSO - MeOH - HgO mixture to 
obtain the pure title compoimd 179D (45 mg, 10%). 
MS = 447(M"+H) 

A second crop of solid was obtained from the mother liquor which was 
collected by filtration and dried in vacuo to obtain the title compoimd 
180D (44 mg, 10%). 
MS = 447 (M^+H) 

F.yamplfi Ifti 

Preparation of 2-Amino-5-hvdroxv>N-[2.4.6-trimethvlDhenvn>6- 
benzothiazolecarboxamide 



Boron tribromide (300 ^L, 3 mmol) was added to a solution of 177 
(441 mg, 1 mmol) in dichloromethane (7 mL) at -78"C. The solution was 
stirred at -78'C for 1 h and at RT for 1 h, diluted with satd. aq. NaHCOg 
solution and concentrated in vacuo. The residue was diluted with water 
and filtered. The white solid was washed thoroughly with water, ether 
and dried in vacuo to obtain the title compound of this Example (260 mg, 
80%). 

MS = 328 (M* + H) 
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gxampte 3.9? 

Preparation of 5-te^^B^toxvcarbQnvloxv-r6-^f(2-4.6- 
trimethvlphenvl)amino1carbonvll-2-benzothiazolvl]earbami c acid. 1.1- 

(jimethylethyll ester 




Analogous to the preparation of IB except using 181 afforded the 
10 title compound 182 (25%) after purification by silica gel chromatography 
and elution with a gradient of dichloromethane to 5% MeOH in 
dichloromethane in 1% increment with MeOH. 
MS = 428(M*+H) 

15 Example 183 

Preparation of 2-rff(l.l-Dimethy|ptbvnaTnino1carbonvnamino]'N-(2.6- 
dimethvlphenvD-S-benzothiazolecarboxamide 




Analogous to the preparation of 166E except using 2,6- 
dimethylaniline gave the title compound (19%) after purification by 
automated preparative HPLC (conditions: same as in Example 167). 
MS = 397 (M*+H) 
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A(AIt). f6-frr2.6-Dim ethvlphenvl)amino1carbonvn-2- 

benzothiazolvncaif^aTwio ^^ia 1 l-Him ethvlethvl ester 
5 Diisopropyletiiyl cuQune (1.17 zuL^ 6.42 minol) wsis Eddcd to sl 

stirred suspension of 141A [2-tert-butoxycarbonyloxyaniino- 
benzothiazole-6-carbo:Qrlic acid chloride] (1 g, 3.21 mmol), 2,6- 
dimethylaniline (473 ^iL, 3.84 mmol) in THF (25 mL). The mixtxire was 
stirred at RT overnight and then diluted with dichloromethane (70 mL). 
10 The reaction mixture was washed with 1 N aq. HCl solution (30 mL, 2x), 
water and brine. The organic layer was dried (Na2S04), filtered, and 
concentrated. The residue was triturated with diethyl ether/EtOAc (1:1), 
fQtered, and dried in vacuo to obtain the title compound of this step (475 
mg, 37%). 

15 

B(Alt). 2>Amino>N>(2.6-dimethvlphenvl)-6- 

benzothiazolecarboxamide 
A solution of 183A(Alt) (1 g, 2.5 mmol) in trifluoroacetic acid (6 
mL) and dichloromethane (5 mL) was stirred at RT for 2.5 h. The 
20 mixture was concentrated, dissolved in dichloromethane and washed 
with satd. sodium bicarbonate solution (25 mL, 2x), water and brine. The 
dichloromethane extract was dried (NagSO^), filtered, and concentrated. 
The residue was triturated with ether to obtain the title compound of this 
step (570 mg, 76%). 

25 

C(Alt). r6-Tf(2.6-Dimethvlphenvl)aminQlcarbonvl1-2- 

benzothiazolvUcarbamic acid, phenyl ester 
Analogous to the preparation of Example 7A except using 
183B(Alt) in place of the firee base of 2 gave the title compound of this step 
30 (98%) after trituration with diethyl ether/EtOAc (10:1). 

D(Alt). 24rf(X.l^PiimethY^^tbY^)aminQ]carbQnyl^ami^Q1>N^ 
(2,6-dimethvlphenvl)>6-benzothiazQlecarboxamide 
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A solution of 183C(Alt) (46 mg, 0.11 mmol) and tert-butyl amine (14 
|LiL, 0.13 mmol) in THF (4 mL) was stirred at RT overnight. The mixture 
was diluted with dichloromethane (50 mL) and washed with 1 N aq. HCl 
solution (30 mL), 1 N aq. NaOH solution (25 mL, 2x), water. The organic 
5 extract was dried (NagSO^), filtered, and concentrated. The residue was 
tritinrated with diethyl ether to obtain the title compound of this Example 
(23 mg, 66%). 

E^^p^es 184tQg04 

10 General Procedure 

Compounds 184 to 204 were prepared following the procedure 
described below. 

The appropriate amine (0.086 mmol) was added to a solution of 
183C(Alt) (30 mg, 0.072 mmol) in THF (3 mL). In the case of aliphatic 

15 amines, the solution was stirred at RT for 48-72 h. For anilines, the 
solution was heated to GO'C for 72 h. The reaction mixture was diluted 
with dichloromethane (5 mL) and washed with 1 N aq. HCl solution (2x), 
1 N aq. NaOH solution (2x). The organic extract was dried (Na2S04), 
filtered and concentrated in vacuo to obtain the title compounds of these 

20 Examples. Some of the title compoxmds required purification achieved 
by automated preparative HPLC under the following conditions: YMC 
ODS 20 x 100 mm Column, 10 min gradient starting from 70% solvent A 
(10% MeOH, 90% H^O, 0.2% H3PO4) and 30% solvent B to 100% solvent B 
(90% MeOH, 10% HgO, 0.2% H3PO4), flow rate 20 mL/min, X = 220 nM. 

25 'IIPLC Ret Time" is the HPLC retention time imder the following 

conditions: YMC S5 ODS 4.6 x 50 mm Ballastic Column, 4 min gradient 
starting fi-om 100% solvent A (10% MeOH, 90% HgO, 0.2% H3PO4) to 100% 
solvent B (90% MeOH, 10% HgO, 0.2% H3PO4), flow rate 4 mL/min, X = 220 
nM. 
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Ex. 
No. 


Compound Structure 


Compomid Name 


HPLC 
Time 


184 


^ n \j 


2- 

[[(Cyclopropylamino)carbonylla 
mino)-N-(2,6-diinethylphenyl)- 
6>benzothiazolecarboxaniide 


3.62 


185 




2- 

( [(Cyclopentylamino)carbonyll a 
inino]-N-(2,6-dimethylphenyl)- 
6-benzothiazolecarboxamide 


4.04 


186 




0 


2-[[[[l- 

( ethynyDcyclohexyl] amino] carb 
onyl] amino] -N-(2,6- 
dimethylphenyl)-6- 
benzothiazolecarboxamide 


4.13 


187 




2-[[l(4-]^ethyl- 

cyclohexyDaminojcarbonyljam 
ino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide 


4.39 


188 






2.([((2,3-Dihydro-lH.inden-l- 
yl)amino]carbonyl]amino]-N- 
(2,6-dimethylphenyl)-6- 
benzotiiiazolecarboxamide 


4^5 


189 




h 


2-[[[I2-(lH-Imidazol-4- 

v1 Ipf'Vi vt 1 SI Tin IT^ n1 r*2ii*Kmfi xt\ 1 om-i n r\ 
y ifK uiijr ij auiiiiuj i>ciruuujrij<tiiiiiio 

] -N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide 


2.84 


190 




2-[l[[(Tetrahydro-2. 
furanyl)methyl]amino)carbony 
1] amino] -N-(2,6- 
dimethylphenyl)-6- 
benzothiazolec£irboxamide 


3.68 
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191 




2-[[[[2-(5-Methoxy-lH-indol-3. 
yDethylJ amino] carbonyl) amino 
]-N-(2,6-dimethyIphenyl)-6- 
benzothiazolecarbozamide 


3.99 


192 




2-[[I(l,l-Dimethyl-2- ' 
hydroxyethyDammo] carbonyl] a 
mino]-N-(2,6-dimethylphenyI)- 
6-benzothiazolecarboxamide 


407 


193 




propyDamino] carbonyl] amino] - 
N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide 


4.14 


194 


^ 0 


2-II[[(3- 

ivictiioAypnciiyi ^me bnyij ammoj c 
arbonyl]amino]-N-(2,6- 
dim ethylphenyl )- 6- 
benzotbiazolecarboxamide 


4.02 






2-l[ll(4- 

Methoxyphenyl )methyl] amino] c 
arbonyl)amino)-N-(2, 6- 
dimethylphenyl)-6- 
benzothiazolecarboxamide 


4.00 


196 


N 


2-(((2- 

Propynylamino)carbonyI]amin 

o]-N-(2,6-dimethylphenyl)-6- 

benzothiazolecarboxamide 


4.06 


197 




2-[((2- 

Propenylamino)carbonyl] amin 

o]-N-(2,6-dimethylphenyl)-6- 

benzothiazolecarboxamide 


3.69 


198 




2-[l[(3. 

PhenyipropyDamino] carbonyl] a 

mino]-N-(2,6-dimethylpheiiyl)- 

6-benzothiazolecarboxamide 


4.29 



-98- 



wo 99/24035 



PCT/US98/23204 



199 


<r(-N o 


2-[[[(l- 

(Hydrozyxnethyl)cyclopentyl] a 
ininoJcarbonyl)ammol-N-(2,6- 
dimethylphenyl)-6- 
benzothiazolecarboxaznide 


3.90 


200 




2-[[l(l- 

(MethozymethyDpropyl] amino]c 
arbonyl] amino]-N-(2,6- 
diinethylphenyl)-6- 
benzothiazolecarboxamide 


3.86 


201 




(R)-2.[[l(l. 

Phenyiethyl)ainino]carbonyl]a 
mino]-N-(2,6-dimethylphenyl)- 
6-benzothiazolecarboxainide 


4.12 


202 




2-[I[(3,4,5- 

TrimethoxyphenyDaminoJcarbo 
nyl]ainino]-N-(2,6- 
diznethylphenyl)-6- 
benzothiazolecarbozamide 


4.15 


203 




2- [[( 1 «3-Benzodioxol-5- 
ylamino)carbonyl] aminoJ-N- 
(2,6-dimethylphenyl)-6- 
benzothiazolecarbozamide 


4.02 


204 




2.[[I(4- 

Flaorophenyl)amino]carbonyl] 
ammo]-N-(2,6- 
dimethyiphenyl)-6- 
benzothiazolecarboxamide 


4.05 



Eyamplfts 2 05 tO 226 

General Procedure 
5 Compoxinds 205 to 226 were prepared following the procedure 

described below. 

The appropriate amine (0.086 mmol) was added to a solution of 
166C(Alt) (30 mg, 0.072 mmol) in THF (3 mL). In case of the aliphatic 
amines, the solution was stirred at RT for 48-72 h. For anilines, the 
10 solution was heated to 60''C for 72 h. The reaction mixture was diluted 
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with dichloromethane (5 mL) and washed with I N aq. HCl solution (2x), 
1 N aq. NaOH solution (2x). The organic extract was dried (NaaSOJ, 
filtered and concentrated in vacuo to obtain the title compounds of these 
Examples. Some of the title compounds required purification achieved by 
5 automated preparative HPLC under the following conditions: YMC ODS 
20 X 100 nun Column, 10 min gradient starting j&x)m 70% sokent A (10% 
MeOH, 90% HjO, 0.2% H3PO4) and 30% solvent B to 100% solvent B (90% 
MeOH, 10% HjO, 0.2% H3PO4), flow rate 20 mlimin, \ = 220 nM. 
"HPLC Ret Time" is the HPLC retention time under the following 
10 conditions: YMC S5 ODS 4.6 x 50 mm Ballastic Column, 4 min gradient 
starting fi^m 100% solvent A (10% MeOH, 90% HgO, 0.2% H3PO4) to 100% 
solvent B (90% MeOH, 10% HjO, 0.2% H3PO4), flow rate 4 mUmin, X = 220 
nM. 



Ex. 
No. 


Compounid Structure 


Compound Name 


HPLC 

Time 
(min) 


205 




2- 

[[(Cyclopropylamino)carbonyl)ami 

no]-N-(2-chloro-6-methylphenyl)- 

6-benzothiazolecarbozamide 


4.15 


206 


CI 


2- 

[KCyciopentylamino)carbonyl]ami 

nol-N-(2-chloro-6-niethylphenyl)- 

6-benzothiazolecarbozamide 


4.08 


207 




2-[I[ll. 

(eth3myl)cyclohexyllaininolcarbon 
yl] amino] -N-(2-chloro-6- 
inethylphenyl)-6- 
benzothiazolecarbozamide 


4.17 


20B 




2-[[[(4-Methyl- 

cyclohexyDamino] carbonyl] amino 

]-N-(2-chloro-6-methylphenyl)-6- 

benzothiazolecarboxamide 


4.37 
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2U9 




2- ffK2 3-Dihvdro-ll4-4nrfpn-l - 
yDaminoJcarbonyl) amino] -N-(2- 
chlo^o-6-methylphenyl)-6- 
benzothiazoiecarboxamide 




210 


a 


2-[l[[2-(lH-Imida2ol-4- 

yi )ethyl) amino) carbonyl] amino] - 

iN-v-^-cnioro-o-metnylpnenyD-o- 

benzothiazolecarboxamide 


2.87 


211 




2-[[(((Tetrahydro-2- 

fur any 1 )m ethyl] amino] carbonyl] a 

mino] -N-(2-chloro-6- 

methylphenyl)-6- 

benzothiazolecarbozamide 


4 00 


212 




2-[[[I2-(5-Methoxy-lH-indol>3- 
yl)ethyl]amino]carbonyl]amino]- 
N-(2-chloro-6-methylphenyl)-6- 
benzothiazolecarbozamide 


3.97 


213 




2-[[[(l,l-Dimethyl-2. 

hydroxyethy Damino] carbonyl] ami 

no]-N-(2-chioro-6-methylphenyl)- 

6-benzothiazolecarboxamide 


4.29 


214 


CI 


u u 1 1 X- Liimetnyi- 
propyDamino] carbonyl) amino] -N- 
(2-chloro-6-methylphenyl)-6- 
benzothiazolecarboxamide 


>t 1 O 

4.1z 


215 


CI 

0 W X X ^ 

J 


2-[[[[(3- 

Methoxyphenyl)methyl]amino)car 
bonylj amino] -N-(2-CJllo^o-6- 
methylphenyl)-6- 
benzothiazolecarboxamide 


4.01 


21 R 




MethoxyphenyDmethyl) amino] car 
bonyl) amino] -N-(2-chloro-6- 
methylphenyl )-6- 
Denzothiazolecarboxamide 


O QQ 
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217 


CI |f^v}"° 




2.t((2- 

Propynylamino)carbonyl]ainino]- 

N-(2-chloro-6-inethylphenyl)-6- 

benzothiazolecarbozamide 


4.37 


218 




2-IK2- 

Propenylamino)carbonyll amino) - 
N-(2-chloro-6-methylphenyl)-6- 
benzothiazolecarboxamide 


3.67 


219 


CI 


PhenylpropyDaminoJcarbonyl] am 
ino)-N-(2-chloro-6-methylphenyl)- 
6>benzothiazolecarboxamide 




220 




o 


2.[[[[1- 

(Hydroxymethyl )cyclopentyl J ami 
no) carbonyl] amino] -N-(2-chloro-6- 
methylphenyl)-6- 
benzothiazolecarboxamide 


4.28 


221 


CI 


1 

1 


2-[I[(l. 

(MethozymethyDpropyU amino}car 
bonyllamino]-N-(2-chloro-6- 
methylphenyl)-6- 
benzothiazoiecarboxamide 


3.84 


222 




(R)-2-[[l(l- 

PhenylethyDaminolcarbonyl] ami 
no] -N-(2-chloro-6-methylphenyl)- 
6'benzothiazolecarboxamide 


4.10 


223 




2- [ [ 1(2 ,3-DimethyMH-indol-5> 
yl)amino]carbonyllaminol-N-{2- 
chloro-6-methylphenyl)-6- 
benzothiazolecarboxamide 


4.32 


oo>i 


CI 0^ 

o' \=< li 1 1 


2-[[[(3,4,5- 

Trimethoxyphenyl)amino]carbony 
1) amino] -N-(2-chlo^o-6- 
methylphenyl)*6- 
benzothiazolecarboxamide 


4.03 
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225 




2-[I(l,3-Benzodioxol-5- 
ylainino)carbonyl) amino] -N-(2- 
chloro-6-methylphenyl)-6- 
benzothiazolecarbozamide 



4.01 



226 




2.1[((4. 

Fluorophenyl)amino)carbonyl]a 
mino]-N-(2-chloro-6- 
inethylphenyl)-6- 
benzothiazolecarboxamide 



4.37 



10 



15 



^^yaTnpIp 99.7 
Preparation of24frrn- 
methoxv carbonvDcvcloprQpvl1ainino1carhQnv1]fiTyiinO''N-f2.4.6- 
triTT^^t)nY] [phenvlV6-benzothiazolecarbQ3raTn^de 



Analogous to the preparation of the compounds of Table 1 using I- 
methoxycarbonyl-cyclopropyl amine gave the title compound of this 
Example (6%) after purification by preparative HPLC under the 
following conditions: YMC ODS 20 x 100 mm Colimm, 10 min gradient 
starting fi-om 70% solvent A (10% MeOH, 90% HjO, 0.2% H3PO4) and 30% 
solvent B to 100% solvent B (90% MeOH, 10% HgO, 0.2% H3PO4), flow rate 
20 roL/min, X = 220 nM. MS: 453 (M+Hr . 

F.yqnriplp 99« 

Preparation of f6>frf(2.6^Dim ethvl-4>phenvl)phenvl] flTninn ]f!flrbonvl]-2- 
benzothiaTO lvllcarhflTni c acid. 1.1-dimethvlethvl ester 
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Analogous to the preparation of the compounds of Table 4 using 
2,6-ciimethyl-4-phenyl aniline gave the title compound of this Example 
5 (45%) after purification by silica gel chromatography and elution with 1- 
5% methanol in chloroform. MS: 474.1 (M+H)*. 



Example 229 
Preparation of f64rf(2.6-Dimethvl-4-(2-N.N> 
10 dimethvlethoxv)phen vl1amino1carbonvl]-2-benzothiazolvl1carbamic acid 

1.1-dimethvl ethyl ester 




15 Analogous to the preparation of the compoimds of Table 4 using 

2,6-dimethyl-4-(2-N,N-dimethylethoxy) aniline gave the title compound of 
this Example (45%) after piirification by silica gel chromatography and 
elution with 2-5% methanol in chloroform and 95: 4: 1 chloroform: 
methanol: triethyl amine. MS: 485.1 (M+H)*. 



20 



Example 230 

Preparation of r6-rrf(2.6-Dimethvl-4-(2^ 
morpholinoethoxv)p henvl1amino]carbQnvl1-2-benzotbia7.nlyl1r.arhaTnir. 
acid. 1.1-dimethvlethvl ester 



25 
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Analogous to the preparation of the compounds of Table 4 using 
2,6-dimethyl-4-(2-morpholinoethoxy) aniline gave the title compound of 
5 this Example (18%) after purification by siUca gel chromatography and 
elution with 95: 4: 1 chloroform: methanol: triethyl amine. MS: 527.7 
(M+Hr. 



Preparation of 24(Cvclopropvlcarh nnvl>aminQUN-(2-chlQrQ-fi- 
m^thylphenvl)-6-benzothia7olecarbQxamidp 




Analogous to the preparation of 99 in Table 3 except using 
166B(Alt) afforded the title compound of this Example. MS: 386 (M+H)^ 



Example 232 

Preparation of 2-rf2.Methvl-cvclo prQpvlcflrhnny]) aTYiin n],N-(2-chloro-6- 
methvlphenvl)-6-benznt>iia zolecarboxaTnif^i> 
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Analogoiis to the preparation of 231 except using 2-methyI 
cyclopropane carboj^lic acid afforded the title compound of this 
5 Example. MS: 400 (M+H)*. 



Preparation of 2-r(2.2-Dichloro-l'methvl-cvclopropvlcarbonvl)amino1"N- 
(2'Chloro-6-methvlphenvl)-6-benzothia2olecarboxamide 

10 



CI 




Analogous to the preparation of 231 except using 2,2-dichloro-l- 
methyl-cyclopropane carboxylic acid afforded the title compound of this 
15 Example. MS: 469 (M+H)*. 



K^CTple 234 

Preparation of 2-f(l-Hvdroxv-cvclQDrQDvlcarbonvl)aminQl-N-(2-chloro-6- 
methvlphenvl)-6-benzothiazolec3 T-hnvaTnifie 

20 
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Analogous to the preparation of 231 except using 1-hydroxy- 
cyclopropane carboxylic acid afforded the title compound of this 
5 Example. MS: 402 (M+H)*. 



EyflmplAQ 9 35 to 282 & 467 to 478 



General Procedure 

10 

Compoimds 235 to 282 and 467 to 478 were prepared following the 
procedure described below. Diisopropylethyl amine (50 fiL, 0.288 mmol) 
was added to a mixture of compound 166B(Alt) (30 mg, 0.096 mmol), 
carboxylic acid (0.115 mmol), l-hydroxy-7-azabenzotriazole (17 mg, 0.125 

15 mmol), and ethyl-3-(3-dimethylamino)-propyl carbodiimide 
hydrochloride (24 mg, 0.125 mmol) in THF (1 mL). The mixture was 
heated at 45'C for 18-72 h. The reaction mixture was diluted with 
dichloromethane (5 mL) and washed with 1 N aq. HCl solution (2x), 1 N 
aq. NaOH solution (2x). The organic extract was dried (MgS04), filtered 

20 and concentrated in speedvac. The crude products were purified either 
by trituration with dichloromethane-ether or by automated preparative 
HPLC under the following conditions: YMC ODS 20 x 100 mm Column, 
10 min gradient starting fi-om 70% solvent A (10% MeOH, 90% H20, 0.2% 
H3P04 ) and 30% solvent B to 100% solvent B (90% MeOH, 10% H20, 0.2% 

25 H3P04), flow rate 20 mL/min, X = 220 nM. 

"HPLC Ret Time" is the HPLC retention time under the following 
conditions: YMC S5 ODS 4.6 x 50 mm Ballastic Column, 4 min gradient 
starting from 100% solvent A (10% MeOH, 90% H20, 0.2% H3P04 ) to 
100% solvent B (90% MeOH, 10% H20, 0.2% H3P04) with 2 min hold, flow 

30 rate 4 mL/min, X = 220 nM for compounds 235-271, and and compounds 



-107- 
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467-478, and Phenomenex-Prime S5, 4.6 x 50 mm Column, 2 min 
gradient starting from 100% solvent A (10% MeOH, 90% H20, 0.2% 
H3P04 ) to 100% solvent B (90% MeOH, 10% H20, 0.2% H3P04) yrith 1 
min hold, flow rate 5 ToUmia, X = 220 nM for compounds 272-282. 



5 



EX. 
NO. 


CciinTioixnd Styuciut^ 




Bet Time 
(min) 


235 


CI 


N-(2-Chloro-6- 
methylphenyl)-2- 
[(cyclobutylcarbonyl)a 
mino]-6- 

benzothiazolecarboxa 
mide 


3.84 


236 




N-(2-Chloro.6- 
methylphenyl)-2- 
[(cyclopentylcarbonyl)a 
inino]-6- 

benzothiazolecarboxa 
mide 


4.00 


237 


n n \J 


N.(2-Chioro-6- 
methylphenyl)-2- 
[(cyclohexylacetyDami 
no]-6- 

benzothiazolecarboxa 
mide 


4.32 


238 




N-(2-Chloro.6- 
methylphenyl)-2- 
[(methoxyacetyl)amino 
1-6- 

benzothiazolecarboxa 
mide 


3.39 
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239 


H 

jL N 

CC„o 


N-(2-Chloro.6- 
methylphenyl)-2-[( 1- 
0X0-2- 

phenylpropyDamino]- 
6- 

benzothiazolecarboxa 
mide 


4.1 


240 


N 


N-(2-Chloro.6. 

methylphenyl)-2-[(l- 

0X0-2- 

xjLic viijr A|Jx u ^jr lyaxuillUj 

6- 

benzothiazolecarboxa 
mide 


4.06 


241 




N-(2.Chloro-6- 
methylphenyl)-2-[( 1- 
0X0-3- 

phenylpropyDamino] - 
6- 

benzothiazolecarboxa 
mide 


4.11 


2^ 




N-(2-Chloro.6- 
methylphenyl)-2-[ [3-(2- 
methoxyphenyD-l- 
oxopropyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.16 


213 


CI \ 

fVs 0 ^ 

\ / s o cr 


N-(2-Chloro.6- 

methylphenyl)-2-[[l- 

0X0-3.(2,3,4- 

trimethox3rphenyl)prop 

yl] amino] -6- 

benzothiazolecarboxa 

mide 


4.03 
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244 


Pr 

CI 


N-(2-ChlorO"6- 
methylphenyl)-2- [( 1,4- 
dioxopentyDamino] -6- 
benzothiazolecarboxa 
mide 


3.37 






N-(2-Chloro-6- 

inethylphenyl)-2-[(2,2- 

dimethyl-1- 

oxobutyDamino] -6- 

benzothiazolecarboxa 

mide 


4.04 


246 


F 


2-[[(2-Chloro-6- 
fluorophenyl)acetyl] a 
mino] -N-(2-chloro-6- 
inethylphenyl)-6- 
benzothiazolecarboxa 
mide 


4.05 


247 




N-(2-Chloro-6- 
methylphenyI)-2-[[(2- 
methylphenyl)acetyl] a 
minoj-6- 

benzothiazolecarboxa 
mide 


4.06 


248 


N 

CI 


N-(2-Chloro-6- 
methylphenyl)-2-[[(3- 
methoxyphenyDacetyl] 
amino] -6- 

benzothiazolecarboxa 
mide 


3.94 
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2^ 




N-(2-Chloro-6- 
methylphenyl)-2-[[(4- 
chlorophenyDacetyl] a 
mino]-6- 

benzothiazolecarboxa 
mide 


4.19 


250 




N-(2-Chloro-6. 
methylphenyl)-2- [( 1 - 
oxo-4-pent3myl)amino] - 
6- 

benzothiazolecarboxa 
mide 


3.58 


251 


1 II II 


5-[[6-[[(2-Chloro-6- 
methylphenyDamino] c 
arbonyl]-2- 

benzothiazolyl] amino] - 
5-oxopentanoic acid 
methyl ester 


3.63 


2S2 




N-(2-Chloro-6- 

methylphenyl)-2-[(l- 

oxohexyl)amino]-6- 

benzothiazolecarboxa 

mide 


4.17 


253 


0 


N-(2-Chloro-6- 
methylphenyl)-2-[[3-(3- 
methox3rphenyl)- 1- 
oxopropyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.1 
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254 


N 


2-[f(l S-Benzodioxol-S- 

yl)acetyl]ainino]-N-(2- 

chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 




255 


(>s 0 


2-[[3-(l,3-Benzodioxol- 
5-yl)-l. 

oxopropyl]amino]-N-(2- 

chloro-6- 

inethylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.08 


25f> 


O— CH3 
N 0 


iN-(2-umoro-6- 

methylphenyl)-2-[[(3,5- 

dimethox3rphenyl)acety 

1] amino] -6- 

benzothiazolecarboxa 

mide 


3.95 


257 




N-(2-Chloro-6- 
methylphenyl)-2- 
[(cyclopropylacetyl)ami 
no]-6- 

b enzo thiazolecarboxa 
mide 


3.76 


258 


a. 

^ CH3 HgC 


N-(2-Chloro.6- 

methylphenyl)-2-[[(l- 

methylcyclopropyl)car 

}onyi]amino]-6- 

^enzothiazolecarboxa 

mide 


3.82 
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299 



260 




° 1 11 




CI 




p N 




CI 




H3C 



N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
(trimethylsilyl)cyclopr 
opyl] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 



N"(2-Chloro-6- 
methylphenyl)-2-[[[l- 
(4. 

methoxyphenyDcyclop 
ropyl] carbonyl] amino] 
6- 

benzothiazolecarboxa 
mide 



4.55 



4.41 



261 



2G2 



A, 




CI 

I 



H3C' 



trans-N-(2-Chloro-6- 
methylphenyl)-2- [[(2- 
phenylcyclopropyDcarb 
onyl]amino]-6- 
benzotliiazolecarboxa 
mide 




N-(2>Chloro-6- 
methylphenyl)-2-[[[l- 
(4- 

methylplienyDcyclopro 
pyl] carbonyl] amino) -6- 
benzothiazolecarboxa 
mide 



HX 



4.37 



4.51 



263 






rs 



a 



N-(2-Chioro-6- 

methylphenyl)-2-[[[l- 

(4- 

chlorophenyDcyclopro 
pyl] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 



4.49 
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264 




[l-[[[6-([(2-Chloro-6- 
methylphenyDaminoJc 
arbonyI]-2- 

benzothiazolyl] amino] c 
arbonyl] cyciopropyl] ca 
rbamic acid 1,1- 
dimethylethyl ester 


3.96 


265 


\ /H 0 


(lS-trans)-N-(2- 
Chloro-6- 

methylphenyl)-2-[[[2,2- 

diinethyl-3-(2-methyl- 

1- 

propenyDcyclopropyljc 
arbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.52 




H,C 




266 


H,C 


(lS-cis)-N.{2-Chloro-6- 
methylphenyl)-2-[[[2,2- 
dimethyl-3-(2-methyl- 
1- 

propenyl)cyclopropyl]c 
arbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


448 


267 




N.(2-Chloro.6- 

methylphenyl)-2-[[(l- 

phenylcyclopropyDcarb 

onyl]amino]-6- 

benzothiazolecarboxa 

mide 


4.30 


268 


> 


N-(2-Chloro-6- 

methylphenyl)-2- [[(2- 

formylcyciopropyDcarb 

onyl]amino]-6- 

benzothiazolecarboxa 

mide 


4.28 
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2-[[[6-[[(2-Chloro-6- 
methy IphenyDamino] c 
arbonyl]-2- 
benzothiazolyl] amino] c 
au'bonyl] cyclopr opanec 
arboxylic acid ethyl 
ester 



4.04 



2-[[[6-[[(2-Chloro-6- 
methylphenyl)amino] c 
arbonyl]-2- 
benzothiazolyl] amino] c 
arbonyl]-!- 

methyicyclopropaneca 
rboxylic acid methyl 
ester 



3.95 
3.98 



N.(2-Chloro-6- 
methylphenyl)-2- [ [ [2 - 
(phenylmethyl)cyciopr 
opy 1] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 



N-[6-[l(2-Chloro-6- 

methylphenyl)amino]c 

arbonyl]-2- 

benzothiazolyl]-2- 

qiiinolinecarbox- 

amide 



4.36 



2.39 



N-(2.Chloro-6- 
methylphenyl)-2-[(2- 
pyridinylcarbonyDami 
no]-6- 

benzothiazolecarboxa 
mide 



2.14 
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274 


o 


N-(2-Chloro-6- 
methylphenyl)-2-[(2- 
pyridinylcarbonyDami 
iio]-6- 

mide, 1-oxide 


2,02 


275 


X ° o AJ 

Ho'' CHj 


trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
[(dimethylainino)meth 
yl] cy clopropyl] carbonyl 
]ainino]-6- 

benzothiazolecarboxa 
mide 


1.66 


276 




N.(2-Chloro-6- 

methylphenyl)-2-[Kl- 

inethyHH-pyrrol-2- 

yDacetyl] amino] -6- 

benzothiazolecarboxa 

mide 


2.07 


277 




N-(2-Chloro-6- 

methylphenyl)-2-[[5- 

(dimethylamino)-l- 

oxopentyl] amino]-6- 

benzothiazolecarboxa 

mide 


1.65 


278 


CH, N ? 


N.(2-Chloro.6- 

methylphenyl)-2-[[4- 

(dimethylamino)-l- 

oxobutyl] amino] -6- 

benzothiazolecarboxa 

mide 


1.58 
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2f79 




trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
(1- 

pjnrrolidinylmethyDcyc 
lopropyl] carbonyl] ami 
no]-6- 

benzothiazolecarboxa 
mide 


1.67 


280 




trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
(1- 

piperidinylmethyDcycl 
opr opyl] carbonyl] amin 
o]-.6- 

benzothiazolecarboxa 
mide 


1.70 


281 




N-(2-Chloro-6- 
methylphenyl )-2- 
[[(dimethylamino)acet 
yl] amino] -6- 
benzothiazolecsirboxa 
mide 


1.49 


282 




N.(2-Chloro-6- 

methylphenyl).2-[[3-{2- 

metliyl-4-nitro-lH- 

imidazoH-yl)-l- 

oxopropyl] amino] -6- 

benzothiazolecarboxa 

mide 


1.91 


467 




trans-N-(2-Chloro-6- 
methylphenyl)-2-[I[2- 
[4-{l,l- 

dimethylethyl)phenyl]c 
yclopropyl] carbonyl] a 
mino]-6- 

benzothiazolecarboxa 
mide 


4.87 



-117- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



4B8 


9 ■ 

r 




trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
(4- 

ethoxyphenyDcyclopro 
pyl] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.51 


469 


F 




trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
(4- 

fluorophenyDcycloprop 
yl] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.39 


470 


o N 


CI 


trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
[4-(l- 

methyiethyl)phenyl] cy 
clopropyl] carbonyl] ami 
no]-6- 

benzothiazolecarboxa 

mide 


4.77 


471 


p 

CF, 




trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
[4- 

(trifluoromethyi)pheny 
I] cyclopropy 1] carbonyl] 
amino]-6- 

benzothiazolecarboxa 
mide 


4.57 


472 


9 


t:i5 


trans-N-(2-Chloro-6- 
methylphenyl)-2-[[[2- 
(4- 

nitrophenyl)cyclopropy 
1] car]3onyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.36 


473 


^xo 

9 

CN 


t:i5 


traiis-N-(2-Chloro-6- 
methylphenyl)-2-([[2- 
(4- 

cyanophenyDcycloprop 
yl] carbonyl] amino] -6- 
benzothiazolecarboza 
mide 


.4^0 
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474 






trans-2.[[(2-[l,l'- 

Biphenyll-4- 

ylcyclopropyDcarbonyl] 

aiiiino]-N-(2-chloro-6- 

inethylphenyl)-6- 

benzothiazolecarboxa 


4.80 


475 




1 CI 


trans-2-[[[2-(l,3- 

Beiizodioxol-4- 

y Dcyclopropy 1] carbony 

]amino]-N-(2-chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.37 


476 






trans-N-(2-Chloro-6- 
methylphenyl)-2-[[I2- 

(3- 

chloropheny 1 )cyclopro 
pyi] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.59 


477 


^xc 




trans-N-(2-Chloro-6- 
inethylphenyl)-2-[[[2- 

(3- 

cyanophenyDcycloprop 
y 1] carbonyl) amino] -6- 
benzothiazolecarboxa 


4.21 


47B 






trans-N-(2-Chioro-6- 
methylphenyl)-2-t[[2- 

(3- 

nitrophenyDcyclopropy 
1] carbonyl J amino] -6- 
benzothiazolecarboxa 
mide 


4.37 



5 General Procedure 
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Compounds 283 to 322 were prepared following the procedxire described 
below. Diisopropylethyl amine (50 jiL, 0.288 mmol) was added to a 
mixture of compound 183B(Alt) (30 mg, 0.096 mmol), carboxylic acid 
(0.115 mmol), l-hydroxy-T-azabenzotriazole (17 mg, 0.125 mmol), and 
5 ethyl-3-(3-dimethylamino)-propyl carbodiimide hydrochloride (24 mg, 
0.125 mmol) in THF (1 mL). The mixture was heated at 45*C for 18-72 h. 
The reaction mixture was diluted with dichloromethane (5 mL) and 
washed with 1 N aq. HCl solution (2x), 1 N aq. NaOH solution (2x). The 
organic extract was dried (MgSO^), filtered and concentrated in 

10 speedvac. The crude products were purified either by trituration with 
dichloromet^ane-ether or by automated preparative HPLC under the 
following conditions: YMC ODS 20 x 100 mm Column, 10 min gradient 
starting from 70% solvent A (10% MeOH, 90% H20, 0.2% H3P04 ) and 
30% solvent B to 100% solvent B (90% MeOH, 10% H20, 0.2% H3P04), flow 

15 rate 20 mL/min, X = 220 nM. 

"HPLC Ret Time" is the HPLC retention time under the following 
conditions: YMC S5 ODS 4.6 x 50 mm Ballastic Coliunn, 4 min gradient 
starting fi-om 100% solvent A (10% MeOH, 90% H20, 0.2% H3P04 ) to 
100% solvent B (90% MeOH, 10% H20, 0.2% H3P04) with 2 min hold, flow 

20 rate 4 mL/min, X = 220 nM. 



EX. 
NO. 


Compound Structure 


Compound Name 


HPLC 
Bet 
Time 
(min) 


283 




2- 

[(Cyclobutylcarbonyl)a 

mino]-N-(2,6- 

dimethylphenyl)-6- 

benzothiazolecarboxa 

mide 


3.86 



-120- 
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281 




[(Cyclopentylcarbonyl) 

amino]-N-(2,6- 

dimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.01 



285 




[(Cyclohexylacetyl)ami 

nol-N-(2,6- 

dimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.45 



286 



o=<; w 




N-(2,6- 

Dimethylphenyl)-2-[(l- 
0X0-2- 

phenyipropyDanuno]- 
6- 

benzothiazolecarboxa 
mide 



4.1 



287 




N-(2,6- 

Dimethylphenyl)-2-[(2- 
methyl-1- 

oxopropyDamino] -6- 

benzothiazolecarboxa 

mide 



3.73 



-121- 
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288 


\ /^S 0 


N.(2,6- 

Dimethylpheny.l)-2- [( 1- 
0X0-3- 

phenylpropyDamino] - 
6- 

benzothiazolecarboxa 
mide 


4.11 


289 




N.(2,6- 

Dimethylphenyl)-2- [[3- 
(2-methoxyphenyl)-l- 
oxopropyl] amino] -6- 
benzothiazolecarboxa 
mide 


4.15 


290 


? 

CH, 


N-(2,6- 

Dimethylphenyl)-2-l[3- 
(2,3,4- 

trimethoxyphenyD-l- 
oxopropyl] amino] -6- 
benzotliiazolecarboxa 
mide 


4.00 


291 


CH, 


N-(2,6- 

Dimethylphenyl)-2- 
[(1,4- 

dioxopentyDamino] -6- 
benzothiazolecarboxa 
mide 


3.37 


292 


H3C CH3 


i-'ime tnyi-i- 
oxobutyDamino] -N- 
(2,6-dimethyiphenyl)-6- 
benzothiazolecarboxa 
mide 





-122- 
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293 


0~°"' 

(y~S 0 

3 


N-(2,6- 

Dimethylphenyl)-2- 

[(methoxyacetyDamino 

1-6- 

benzothiazolecarboxa 
mide 


3.39 




II 
o 


N,N-Dimethyl-N'-[6- 
[[(2,6- 

dimethylphenyDamino 
]carbonyl]-2- 
benzothiazolyllbutaned 
iamide 


3.34 


235 


/ CH3 HgC 


N-(2,6. 

Dimethylphenyl)-2-[[(l- 

methylcyclopropyDcar 

boiiyl]amino]-6- 

benzothiazolecarboxa 

mide 


3.83 


296 


F 


2-[[(2-Chloro-6- 

fluorouhenvDacetvll a 

mino]-N-(2,6- 

dimethylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.03 


297 




N-(2,6. 

Dimethylphenyl).2-[[(2- 
methylphenyDacetyl] a 
mino]-6- 

benzothiazolecarboxa 
mide 


4.07 
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( 

c 

CH, ^ 


O— CH, 

N 
N 

J 


Diinethylphenyl)-2- [[(3- 
methoxyphenyDacetyl] 
amino] -6- 

benzothiazolecsirboxa 
mide 


3.94 


299 




N 

H 
J 


2-11(4- 

Chlorophenyl)acetyl]a 

mino]-N-(2,6- 

diinethylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.19 


300 


a: 


J =CH 


N.(2,6- 

Dimethylphenyl)-2- [( 1- 
oxo-4-peiit3niyl)amino] - 
6- 

benzothiazolecarboxa 
mide 


3.58 


301 


N'^N^^^-'^^ ^CH, 


N-(2,6- 

Dimethyiphenyl)-2- [( 1- 
oxohexyDamino] -6- 
benzothiazolecarboxa 
mide 


4.18 


3G2 




o 

« Qf^OH, 


N-(2,6. 

Dimethylphenyl)-2-[[3- 
(3-methoxyphenyl)-l - 
oxopropyllamino]-6- 
benzothiazolecarboxa 
mide 


4,11 
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303 


Q-S 0 


2-([3-(l,3-Benzodioxol- 
5-yl).l- 

oxopropyl] amino] -N- 
(2,6-dimethylphenyl)-6- 
benzothiazolecarboxa 
mide 


4.09 




N 




2- [ [( 1 ,3-Ben2odioxol-5- 
yDacetyl] amino] -N- 
(2,6.(iimethylphenyl)-6- 
benzothiazolecarboxa 
mide 


3.91 


305 


O-CH, 

»^ 

N O 


2-[[(3,5- 

DimetlioxyphenyDacet 
yl] amino] -N-(2,6- 
dimet^lylphenyl)-6- 
benzothiazolecarboxa 
mide 


3.97 












306 






[(Cyclopropylacetyl)am 

ino]-N-(2,6- 

dimetliylphenyl)-6- 

benzothiazolecarboxa 

mide 


^ 7Q 




















307 


H3C N--^ 


9 


N-(2,6- 

Dimethylphenyl)-2-[[[2- 
(plienylmethyl)cyclopr 
opyl] carbonyl] amino] - 
6- 

benzotliiazolecarboxa 
mide 


4.48 
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3QB 




O N 

X. 




?«3 



"3C 




N-(2,6. 
Diinethylphenyl)-2-[[[2- 
(trimethylsilyl)cyclopr 
opy 1] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 



4.58 



309 



0 N- 



A, 




1^1 



9H3 




[(Cyclopropylcarbonyl) 
amino) -N-(2,6- 
<iimethylphenyl)-6- 
benzothiazolecarboxa 
mide 



3.82 



310 



0 N- 




CH, 




CH, 



N-(2,6- 
Dimethylphenyl)-2-[[(2- 
methylcyciopropyl)car 
bonyl]amino]-6- 
benzothiazolecarboxa 
mide 



4.02 



311 



" N 




6 



H3C 



CH- 

I 



trans-N-(2,6- 
Dimethylphenyl)-2-[I(2- 
phenylcyclopropyl)carb 
onyl]amino]-6- 
benzothiazolecarboxa 
mide 



4.38 



312 



HaC 



N — ^ 




N-(2,6. 

Dimethylphenyl)-2-[[[l- 
(4- 

methylpheny 1 )cyclopro 
pyl] carbonyl] amino] -6- 
benzotliiazolecarboxa 
mide 



4.50 



313 




2-[[[l.(4- 

Chlorophenyl)cyclopro 
pyl] carbonyl] amino] - 
N..(2,6- 

dimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.47 



-126. 
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314 




ll-l[I6-ll(2,6. 
DimethylphenyDamin 

o]carbonyl]-2- 
benzothiazolyl] amino] c 
ar bonyl] cyclopropyl] ca 
rbamic acid 1,1- 
dimethylethyl ester 


3.97 


315 


X. CH, 
H3C CH, ^ 


(lS-cis)-2-[[[2,2- 
Dimethyl-3-(2-inethyl- 
1- 

propenyDcyclopr opyl] c 

arbonyl]amino]-N-(2,6- 

diinethylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.50 


316 




N-(2,6- 

Dimethylphenyl)-2-[[[l- 
(4- 

methoxyphenyl)cyclop 
ropyl] carbonyl] amino] - 

&- 

benzothiazolecarboxa 
mide 


4.36 


317 


H3C N— ^ 


N-(2,6- 

Dimethylp]ienyl)-2-[[(l- 

phenylcyclopropyl)carb 

onyl]amino]-6- 

benzothiazolecarboxa 

mide 


4.32 


318 


HgC N— ^ 


N-(2,6- 

Dimethylphenyl)-2-[[(2- 

formylcyclopropyDcarb 

onyl]aminD]-6- 

benzotliiazolecarboxa 

mide 


4.29 


319 




2-[[[6.[[(2,6- 
DimethylphenyDamin 
0] carbonyl] -2- 
benzothiazolyl] amino] c 
arbonyljcyclopropanec 
arboxylic acid ethyl 
ester 


4.03 



-127- 
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320 


II 

N 


2-11(2- 

CyanocyclopropyDc 
arbonyi] aminoJ-N- 

(2,6. 

diinethylphenyl)-6- 
benzothiazolecarbo 
xamide 


2.5 


321 




2-lll6-l[(2,6- 

Dime thylphenyl )ainin 

o]carbonyl]-2- 

benzothiazolyl] amino] c 

arbonyi] -1- 

methylcyclopropaneca 
rboxylic acid methyl 
ester 


4.00 


322 


fVs o 

H3 Ah, 


(lS-trans)-2-[[[2,2- 
Dimethyl-3-(2-methyl- 
1- 

propenyDcyclopropyl] c 
£u-bonyl]aminol-N-(2,6- 
dimethylphenyl)-6- 
benzothiazolecarboza 

mide 


4.53 



Example 323 to 337 



5 General Procedure 

Compoimds 323 to 337 were prepared following the procedure described 
below. Diisopropylethyl amine (50 |iL, 0.288 mmol) was added to a 
mixture of the free base of compound 2 (30 mg, 0.096 mmol), carboxylic 
10 acid (0.115 mmol), l-hydroxy-7-azabenzotriazole (17 mg, 0.125 mmol), 
and ethyl-3-(3-dimethylamino)-propyl carbodiimide hydrochloride (24 
mg, 0.125 mmol) in THF (1 mL). The mixture was heated at 45'C for 18- 
72 h. The reaction mixture was diluted with dichloromethane (5 mL) 
and washed with 1 N aq. HCl solution (2x), 1 N aq. NaOH solution (2x). 
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The organic extract was dried (MgSOJ, filtered and concentrated in 
speedvac. The crude products were purified either by trituration with 
dichloromethane-ether or by automated preparative HPLC under the 
following conditions: YMC ODS 20 x 100 mm Column, 10 min gradient 
5 starting from 70% solvent A (10% MeOH, 90% H20, 0.2% H3P04 ) and 
30% solvent B to 100% solvent B (90% MeOH, 10% H20, 0.2% H3P04), flow 
rate 20 mL/min, X = 220 nM. 

"HPLC Ret Time" is the HPLC retention time imder the following 
conditions: For compoxmds 327-334 the conditions are YMC S5 ODS 4.6 x 

10 50 mm Ballastic Column, 4 min gradient starting fi:om 100% solvent A 
(10% MeOH, 90% H20, 0.2% H3P04 ) to 100% solvent B (90% MeOH, 10% 
H20, 0.2% H3P04) with 2 min hold, flow rate 4 mL/min, X = 220 nM; for 
compounds 323-326 and 335-337 the conditions are YMC S5 ODS 4.6 x 50 
mm Ballastic Column, 4 min gradient starting from 100% solvent A 

15 (10% MeOH, 90% H20, 0.1% TFA ) to 100% solvent B (90% MeOH, 10% 
H20, 0.1% H3P04) with 2 min hold, flow rate 4 mL/min, k = 220 nM. 



EX- 
NO. 


Compound Structure 


Compound Name 


HPLC 
Bet Time 
(min) 


323 


0 N r;"'**'! CH, 

H^C^^ H3C "^^CH, 


N-(2,4,6. 

Trimethylphenyl)-2- 
[[[2- 

(trimethylsiiyl)cyclopr 
opyljcarbonyllamino]- 

e- 

benzothiazolecarboxa 
mide 


4.70 


324 


0 N [f^^ CH, 


2-l[(2> 

MethylcyclopropyDcar 
bonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolecarboxa 
mide 


4.18 
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3^ 


O N (T"^ CH, 


trans-2-[[(2- 

Phenylcyclopropyl)car 

bonyl]aininol-N-(2,4,6- 

triinethylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.54 


326 


0 N rr^^ CH, 

o 

) 


2-[[[6-I[(2,4,6^ 
Trimethylphenyl)amin 
o]carbonyl]-2-' 
benzothiazolyl] amino] c 
arbonyl] cyclopropanec 
arboxylic add ethyl 
ester 


4.32 


327 




[l-[[[6-[[(2,4,6. 
TrimethylphenyDamin 
o]carbonyl]-2- 
benzothiazolyl] aminolc 
arbonyl] cy clopropyl] ca 
rbamic acid 1,1- 
dimethylethyl ester 


4.15 


328 




(lS-trans)-2-[[[2,2- 
Dimethyl-3-(2-methyl- 
1- 

propenyDcyclopropy 1] c 

arbonyl]amino]-N- 

(2,4,6. 

trimethylp]ienyl)-6- 

benzothiazolecarboxa 

mide 


4.65 


329 


H,C Chiral 


(lS-cis)-2-[I[2,2- 
Dimethyl.3-(2-methyl- 
1- 

propeny 1 )cycl opropyl] c 
arbonyl] amino] -N- 
(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxa 

mide 


4.63 



-ISO- 
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330 



H,C 



HX 



J \. /J 




2.[[(1- 

PhenylcyclopropyDcar 
bonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6- 
benzothiazolec£u:boxa 
mide 



4.45 



331 




2-[[(2. 

FonnylcyclopropyDcar 

bonyl]amino]-N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.43 



332 



H-C 




2.[[(2- 

CyanocyclopropyDcarb 

onyl]amino)-N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.42 



333 




2-[[[6.[[(2,4,6- 
Trimethylphenyl)amiii 
o]carbonyl]-2- 
benzothiazolyl] amino] c 
£irbonyll-l- 

methylcyclopropaneca 
rboxylic acid metliyl 
ester 



4.14 



334 




2-[[[2- 

(Phenylmethyl)cyclopr 
opyl] carbonyl] amino] - 
N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.48 



-131- 
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335 



336 



P N- 





CH3 




p N rr"^ 

N ' 



2-[[[l.(4. 
Methylphenyl)cyclopro 
pyl]carbonyl]aniino]- 
N-(2,4,6- 

triinethylphenyl)-6'- 
benzothiazolecarboxa 

mide 



2-[[[l-(4- 

Chlorophenyl)cyclopro 

pyl]carbonyl]amino]- 

N.(2,4,6- 

triinethylphenyl)-6- 

benzotbdazolecarboxa 

mide 



4.73 



4.68 



337 




2-[[[l.(4- 

Methox3T)henyl)cyclop 
ropyl] carbonyl] amino] ■ 
N-(2,4,6- 

trimethylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.59 



Example 338tQ46fi 



General Procedure 



10 



15 



Compoimds 338 to 466 were prepared following the procedure described 
below. Appropriate amine (0.086 mmol) was added to a solution of 166A 
(30 mg, 0.072 mmol) in THF (3 mL). The solution was stirred at 57*C for 
48-72 h. The reaction mixture was diluted with dichloromethane (5 mL) 
and washed with 1 N aq. HCl solution (2x), 1 N aq. NaOH solution (2x). 
The organic extract was dried (Na2S04), filtered and concentrated in 
vacuo to obtain the titled compounds. Some of the analogs required 
purification by automated preparative HPLC under the following 
conditions: YMC ODS 20 x 100 nmi Column, 10 min gradient starting 
fi-om 70% solvent A (10% MeOH, 90% H20, 0.2% H3P04 ) and 30% solvent 
B to 100% solvent B (90% MeOH, 10% H20, 0.2% H3P04), flow rate 20 
mL/min, X = 220 nM. 
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"HPLC Ret Time" is the HPLC retention time under the following 
conditions: Phenomenex-Prime S5 CIS 4.6 x 30 mm, 2 min gradient 
starting from 100% solvent A (10% MeOH, 90% H20, 0.2% H3P04 ) to 
100% solvent B (90% MeOH, 10% H20, 0.2% H3P04) with 1 min hold, flow 
5 rate 5 mT/min , X, = 220 nM for compounds 387-388; 390-405; 422; 426-428; 
431-466; Phenomenex-LUNA S5 CIS 4.6 x 30 mm, 2 min gradient 
starting from 100% solvent A (10% MeOH, 90% H20, 0.1% TFA ) to 100% 
solvent B (90% MeOH, 10% H20, 0.1% TFA) with 1 min hold, flow rate 5 
mL/min, X = 220 nM for compoxmds 338-340; 344-345; 347-386; 389; 406- 
10 421; 423-425; 429-430; and YMC S5 ODS 4.6 x 50 mm BaUastic Column, 4 
min gradient starting from 100% solvent A (10% MeOH, 90% H20, 0.2% 
H3P04 ) to 100% solvent B (90% MeOH, 10% H20, 0.2% H3P04) with 2 
min hold, flow rate 4 mL/min, A. = 220 nM for compoimds 341-343; and 
346. 



EX. 
NO. 


Compound Structure 


Ck>mpound Name 


HPLC 
Bet Time 
(min) 


338 




N.(2-Chloro-6- 

inethylphenyl)-2-[[[[2- 

(1- 

piperidinyDethyl] amin 
o] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


L76 


339 




N-(2-Chloro-6- 
methylpheiiyI)-2-[[[[(2- 
chlorophenyDmethyl] a 
minojcarbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.55 



-133- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



34D 





N-(2-Chloro-6- 
methylphenyl)-2-[([[(2 
fluorophenyl )methyl] a 
iniQo]carbonyl]amino] 
6- 

benzothiazolecarboxa 
mide 



2.23 



341 



a 




N-(2.Chloro-6. 
methylphenyl)-2-[[[(2- 
phenoxyethyl)ainino] c 
arbonyl] amino] -6- 
benzothiazolecarboxa 
mide 



4.16 



342 





2-[[[(Benzofb)thiophen- 

3- 

ylmethyDamino] carbo 

nyl]amino]-N-(2- 

chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 



4.31 



343 




Chiral 




(R)^N.'(2-Chioro-6- 
methylphenyl)-2-[[[(2- 
hydroxy- 1- 
phenylethyDaminoJcar 
bonyl]amino]-6- 
benzothiazolecarboxa 
mide 



3.82 



344 



CH3 




N-(2-Chloro-6- 

methylphenyl)-2-[t[[(4- 

(dimethylainino)pheny 

IJ methyl] amino) carbon 

yl] amino) -6- 

benzothiazolecarboxa 

mide 



1.81 



345 



ex. 



Chiral 



OH 




(S)-N.(2.Chloro-6- 
methylphenyl).2-[[[(2- 
hydroxy-l- 

phenylethyDamino] car 
bonyl]amino]-6- 
benzothiazolecarboxa 
mide 



2.13 



-134- 
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346 


0" 


N-(2-Cliloro-6- 
methylphenyl)-2-[[[[(4. 
nitrophenyDmethyl] a 
mino] carbonyl] amino] ■ 
6- 

benzothiazolecarboxa 
mide 


3.96 


347 




N-(2'Chloro-6- 

inethylphenyl)-2-[[[[2- 

(1- 

pyrroli(iinyl)ethyl] ami 
no] carbonyl] amino] -6- 
benzotliiazolecarboxa 
mide 


1.73 


348 




N-(2-Chloro.6- 

methylplienyl)-2-[[[[[4- 

(trifluoromethoxy)phe 

ny 1] methyl] amino] carb 

onyl]aminol-6- 

benzothiazolecarboxa 

mide 


2.38 


349 




N.(2-Chloro-6- 

methylphenyl)-2-[[[[2- 

(2. 

pyridinyDetliyl] amino] 
carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


1.61 


350 




N.(2.Chloro-6. 
methylphenyl)-2-[[[(2- 
pjrridiny Imethy 1 )amin 
o] carbonyl] amino] -6- 
3enzothiazolecarboxa 
mide 


1.62 


351 




N-(2-Chloro-6- 

methylphenylV2-[[[(3- 

pyricUnylmethyDamin 

)] carbonyl] amino] -6- 

benzothiazolecarboxa 

mide 


1.59 
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wo 99/24035 



PCT/US98/23204 



QA207a 



3S2 




N-(2-Chloro-6- 
inethylphenyl)-2- [[[(4- 
pyridinylmethyDaiain 
o] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


1.58 


353 




N-(2-Chloro-6- 
methylphenyl)«2-[[[[(3- 
chlorophenyDmethyl] a 
minojcarbonyllamino]- 
6- 

benzothiazolecarboxa 
mide 


2.27 


354 


CI 


N-.(2-Chloro.6- 

methylphenyl)-2- 

[[[[(2,3- 

dichlorophenyDmethyl 
] amino] carbonyl] amin 
o].6- 

benzotliiazolecarboxa 

mide 


2.35 


355 


ec ■ ■ 


N.(2-Chloro.6- 

methylplienyl)-2- 

[[[[(3,4- 

difluorophenyDmethyl] 
amino] carbonyl] amino 
]-6- 

benzothiazolecarboxa 
mide 


2.22 


356 


0 N— 4. 1 


N-(2.Chloro-6- 

methylphenyl)-2- 

[[[[(2,6- 

dimethoxyphenyDmet 
hyl] amino] carbonyl] a 
mino]-6- 

benzothiazolecarboxa 
mide 


2.24 


357 




N.(2-Chloro.6- 
methylphenyl)-2-[[[[(2- 
ethoxyphenyDmethyl] a 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.29 



-136- 
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358 


o— / 


N-(2-Chloro-6- 

methylphenyl)-2- 

[[[[(2,3-dihy(iro-l,4- 

benzociioxin-2- 

yl )me thyl] amino] carbo 

nyl]amino]-6- 

benzothiazolecarboxa 

mide 


2^5 


359 




N-(2-Chloro-6- 

methylphenyl)-2-[[[[2- 

(3- 

methox3rphenyl)ethyl] a 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.23 


360 




N-(2-Chloro-6- 
methylphenyl)-2- [ [ [ [2- 
(4- 

metlioxyplienyDethyl] a 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.22 


361 




N-{2-Chloro-6- 
methylphenyl)-2-[[[[(2- 
methylphenyDmethyl] 
amino] carbonyl] amino 
]>6. 

benzothiazolecarboxa 
mide 


2.24 


3G2 




N-(2-Chloro-6- 
methylphenyl)-2-.[[[[(3- 
methylphenyDmethyl] 
amino] carbonyl] amino 
].6- 

benzotliiazolecarboxa 
mide 


2.25 
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363 




■rrCp 


N.(2.Chloro-6. 

methylphenyl)-2-[[[[(5- 

methyl-2- 

furanyDmethyl] amino] 
carbonyl] amino] -6- 
benzot]iiazolecarboxa 
mide 


2.14 


361 


HO N-"^ 
0 


^ CI 


(S)-N-(2-Chloro-6- 
methylphenyl)-2-[t[[l- 
(hyclrox3miethyl)-2- 
pheny le thy 1) amino] car 
bonyl]amino]-6- 
benzotliiazolecarboxa 
mide 


2.13 


365 




N-(2-Chloro-6- 
methylphenyl)-2- [[ [[2- 
(phenylamino)ethylj a 
mino] carbonyl] amino] - 
6- 

benzotliiazolecarboxa 
mide 


1.96 


366 




a 


N-(2-Chloro-6- 

methylphenyl)-2-[[[(2- 

thienylmethyDaminojc 

arbonyl] amino] -6- 

benzotliiazolecarboxa 

mide 


2.11 


367 




N-(2-Chloro.6- 

methylphenyl)-2-[[[[2- 

(lH-indol-3- 

yDethyl] amino] carbony 

1] amino] -6- 

benzothiazolecarboxa 

mide 


2.19 


368 


/=\_J'-i 




2-[[[[(4- 

AminoplienyDmethyl] 

amino ] c ar b onyl] amino 

]-N.(2-cliloro.6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 


1.69 



-138- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



389 




N-(2-Chloro-6- 

inethylphenyl)-2- 

[[[(diphenylmethyDam 

inojcarbonyl] amino] -6- 

benzothiazolecarboxa 

mide 


2.34 


370 


H,C J 


(lR-exo)-2- 

[[(Bicyclo[2.2.1]heptan- 
2- 

ylamino)carbonyl] ami 
no]-N-(2-chloro-6- 
methylphenyl)-6- 
benzothiazolecarboxa 

mide 


2.29 


371 




N-(2-Chloro-6- 
methvlDhenvl)-2- f f f Ff 4- 
chlorophenyl)methyl] a 
mino] carbonyl] amino] • 
6- 

benzothiazolecarboxa 
mide 


2.26 


372 




N.(2-Chloro-6- 

methylphenyl)-2-[[[[l- 

(4- 

chlorophenyl)ethyl] am 
ino] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.31 


373 




(R)-N-(2-Chloro-6- 
methylphenyl)-2-I[[[l- 
(4- 

methylphenyDethyl] a 

mino]carbonyl]amino]- 

6- 

benzothiazolecarboxa 
mide 


2.30 



-139- 



wo 99/24035 



PCT/US98/23204 



QA207a 



374 




(S)-N-(2.Chloro-6- 

methylphenyl)-2-[[I[l- 
(4- 

methyiphenyDethyl] a 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.30 


375 




N.(2-Chloro-6- 
methylphenyl)«2-[[r[(4- 
fluorophenyDmethyl] a 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.17 


376 


V — y<} CI 


N-(2-Chloro-6. 

methylphenyl)-2-([[Il- 

(4- 

fluorophenyDethyl] ami 
no] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.22 


377 




N-(2-Chloro-6- 

methylphenyl)-2-[[[(2- 

furanylmethyDamino] 

c arbony 1] amino] - 6- 

benzothiazolecarboxa 

mide 


2.05 


378 


HjC CH, 


N-(2-Chloro-6- 

methylphenyl)-2-[t[[l- 

(4- 

methoxyphenyDethyUa 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


2.20 



-140- 



wo 99/24035 



PCT/US98/23204 



QA207a 



379 


CH, 


(S)-N.(2.Chloro-6- 

methylphenyl).2.[[I(l- 

phenylethyDamino] car 

bonyl]amino]-6- 

benzothiazolecarboxa 

mide 


2.20 


380 




a-[[[[6-[[(2-Chloro-6- 
methylphenyDamino] c 
arbonyl]-2- 

benzothiazolyl] amino] c 
arbonyl]amino]benzen 
eacetic acid ethyl ester 


222 


381 




N.(2-Chloro-6- 

inethylphenyl)-2-[[[[2- 

(4-methylphenyl)-l- 

pheny lethyl] amino] car 

bonyl]amino]-6- 

benz 0 thiazolecarboxa 

mide 


2.44 


382 




(R)-N-(2-Chloro-6- 
methylphenyl)>2-[[[(l- 
pheny Ipropy 1 )amino] c 
arbonyl] amino] -6- 
benzotliiazolecarboxa 
mide 


2.27 


383 




N-(2-Chloro-6. 
methylphenyl)-2-[[[[(4- 
methylphenyDmetliyl] 
amino] carbonyl] amino 
]-6- 

benzotliiazoiecarboxa 
mide 


2.30 


381 


O" Chir»l 


(R)-N-(2.Chloro-6- 
methylphenyl)-2-[[[[l- 

(4- 

nitrophenyl ) ethyl] ami 
no] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.26 



-141- 



wo 99/24035 



PCTAJS98/232CW 



QA207a 



385 




N-(2-Chloro-6- 
methylphenyl)-2.[[[[(4- 
chlorophenyDphenylm 
ethyl] aminojcarbonyl] 
amino] -6- 

benzotliiazolecarboxa 
mide 


2.49 


386 


0 * iT 


N-(2-Chloro-6- 
inethylphenyl)-2.[[[[2- 
(plienylthio)ethyl] amin 
0] carbonyl] amino] -6- 
benzothiazolecsurboxa 
mide 


2.33 


387 


1 II e-""^-^ 

Br O * ^ 


a 

H3C 


2^[[[[(2- 

Bromophenyl)metliyl] a 

mino] carbonyl] amino] - 

N-(2-chloro-6- 

methylp]ienyl)-6- 

benzothiazolecarboxa 

mide 


2.26 


388 


F 


1 ^' 


N-(2-Chloro-6- 

methylplienyl)-2-[[[[2- 

(3- 

fluorophenyDethyl] ami 
no] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.23 


389 


a N 

Q-CH, 


0^' 


N-(2-Chloro-6- 

methylphenyl)-2-[[[[[4- 

(trifluorometliyDpheny 

l]methyl] amino] carbon 

yl] amino] -6- 

benzotliiazolecarboxa 

mide 


2.28 



-142- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



390 




2-[in(3- 

BromophenyDmethyl] a 

mino] carbonyl] amino] 

N-(2-chloro-6- 

inethylphenyl)-6- 

benzothiazolecarboxa 

mide 



2.28 



391 




2-[[[[(4-Chloro-2- 

fluorophenyl)methy 1] a 

mino] carbonyl) amino] 

N-(2-chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 



2.28 



392 





[[[(2-Ainino-2-oxo-l 
phenylethyDamino] car 
bonyl] amino) -N-(2- 
chloro-6- 
methylphenyl)-6- 
benzothiazolecarboxa 
mide 



2.36 




N-(2.Chloro-6- 

methylphenyl)'2- [ [ [[3- 

(lH-imidazol-1- 

yDpropyl] amino] carbo 

nyl]amino]-6- 

benzothiazolecarboxa 

mide 



1.61 



am 




N-(2-Chloro-6-. 

methylphenyl)-2- 

[[[[(2,4. 

dimethoxyphenyl)met 
hyl] amino] carbonyl] a 
mino] -6- 

benzothiazolecarboxa 
mide 



2.19 



395 




N-(2.Chloro-6- 

methylphenyl)-2-[[[[(3- 

chloro-4- 

metliylplienyDmethyl] 
amino] carbonyl] amino 
]-6- 

^enzothiazolecarboxa 
mide 



2.34 



.143- 



wo 99/24035 PCT/US98/23204 



QA207a 



396 




2-[l[[(3-Chloro-4- 

fluorophenyDmethyl] a 

mino]carbonyl]ainino]' 

N-(2-chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 



2^7 



397 




a 0 




2.[[[[(2-Chloro-6- 

fluorophenyDmethy 1] a 

mino] carbonyl] amino] - 

N-(2.chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 



2.22 



398 




Q O 




2-[[[[(2-Chloro-4- 

fluorophenyDmethyl] a 

mino] carbonyl) amino] • 

NK2-chloro-6- 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 



2.28 




N-(2-Chloro-6. 
methylphenyl)-2- 
[[[[(3,5. 
difluorophenyDmethyl] 
amino] carbonyl] amino 
]-6. 

benzothiazolecarboxa 
mide 



2.20 



400 




N-(2-Chloro-6- 
methylphenyl)-2- 

[[[[(2,5. 

dimethoxyphenyl)met 
hyl] amino] carbonyl] a 
mino] -6. 

benzothiazolecarboxa 
mide 



2.18 



-144- 



wo 99/24035 



PCT/US98/23204 



QA207a 



401 




N.(2-Chloro-6. 
methylphenyl)-2- 

[[[[(3,5- 

dimethylphenyl)inethy 
1] amino] carbonyl] ami 
no]-6- 

benzothiazolecarboxa 
mide 


2^2 


402 


CH, 0 

° J^J 

HjC 


N-(2-Chloro-6- 

methylphenyl)-2- 

[[[[(3,4- 

dimethoxyphenyl)met 
hy 1] amino] carbonyl] a 
mino]-6- 

benzotliiazolecarboxa 
mide 


2.04 


408 


CH. 0 ^^^^ff'^Y^ 
HjC 


N-(2-Chloro-6- 

methylphenyl)-2- 

[[[((3,5- 

dimethoxyphenyDmet 
liy 1] amino) carbonyl] a 
mino]-6- 

benzothiazolecarboxa 

mide 


2.15 


401 


CH, 


N.(2-Chloro-6- 

methylphenyl)-2.[[[[[4- 

(1> 

methyletliyl)plienyl]m 
ethyl] amino] carbonyl] 
amino] -6- 

benzothiazolecarboxa 
mide 


2.38 


405 




N-(2-Chloro-6- 

methylphenyl)-2-[[[[[4- 

(l,2,3-thiadiazol-4- 

yl)phenyl]methyl]amin 

o] carbonyl] amino) -6- 

benzothiazolecarboxa 

mide 


2.10 



-145- 



wo 99/24035 PCTA}S98/23204 



QA207a 



406 


?Y 


N"(2-Chloro-6- 

methylpheiiyl)-2-[[[[2- 

(2. 

chlorophenyDethyl] am 
ino] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.29 


4sn 


^^3^ CHj 


N-(2-Chloro.6. 
methylphenyl)-2-[[[(l. 
methyl- 1- 

phenylethyDamino] car 
bonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.24 


406 


a 


N-(2-Chloro-6. 

methylphenyl)-2- 

[[[[(2,5- 

dichlorophenyDmetiiyl 
] amino] carbonyl] amin 
o]-6- 

benzothiazolecarboxa 
mide 


2.34 


409 




N-(2-Chloro-6. 

methylphenyl)-2- 

[[[[(2,4. 

dimethylphenyDmethy 
1] amino] carbonyl] ami 
no]-6- 

benzothiazolecsirboxa 
mide 


2,32 


410 




N.(2.Chloro-6- 

methylphenyl)-2-[[[[l- 

(1- 

naphthalenyDethyl] am 
ino] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.34 



-146- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



411 


H^-O 


N.(2-ChlorO'6- 

methylphenyl)-2- 

[[[[(3,4,5- 

trimethoxyphenyDmet 
hyl] amino] carbonyl] a 
mino]-6- 

benzothiazolecarboxa 
mide 


2.06 


412 


o 


N-(2-Chloro-6- 

methylphenyl)-2" 

([[[(2,4,6- 

trimethoxyphenyDmet 
hyl] amino] carbonyl] a 
mino]-6- 

benzothiazolecarboxa 
mide 


2.22 


413 


CI ^ 


2-([[[(4. 

BromophenyDmethy 1] a 

mino] carbonyl] amino] - 

N-(2-chloro-6. 

methylphenyl)-6- 

benzothiazolecarboxa 

mide 


2^9 


414 


H,C 
H 


[lR-(endo,endo)]-3- 
[[I[6-[[(2-Chloro^. 
methylphenyl)amino]c 
arbonyl]-2- 

benzothiazolyl] amino] c 
arbony 1] amino] bicyclo [ 
2.2.1]hept-5-ene-2- 
carboxylic acid ethyl 
ester 


2.19 


415 


H 

0-=".° 


[lS-(exo,exo)]-3-[[[[6- 
[[(2-Chloro-6- 
methylphenyl)amino]c 
arbonyl]-2- 

benzothiazolyl]amino]c 
arbonyl] amino] bicyclo [ 
2.2.1]heptane-2- 
carboxylic acid ethyl 
ester 


2.25 



-147- 



wo 99/24035 
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QA207a 



416 



H,C CNial 




[lR-(exo,exo)]-3-[[[[6- 
[[(2-Chloro-6- 
methylphenyDamino] c 
arbonyl]-2- 
benzothiazolyl] amino] c 
arbony 1] amino] bicyclo [ 
2.2.1]hept-5-ene-2- 
carboxylic acid ethyl 
ester 



2.22 



417 




CMtal 



[lR-(endo,eiido)l-N-(2- 
Chloro-6- 

methylphenyl)-2-[[[I3 
(hydroxymethyDbicyclo 
[2.2.1]hept-5-en-2- 
yl] amino]carbonyl] ami 
no]-6- 

benzothiazolecsurboza 
mide 



2.07 



418 




llS-(endo,endo)]-N-(2- 
Chloro-6- 

methylphenyl)-2-[[[[3- 
(hydroxytnethyl)bicyclo 
(2.2.1]heptan-2- 
yl] amino] carbonyl] ami 
no]-6- 

benzothiazolecarboxa 
mide 



2.11 



419 




Chiral 



(lR-(exo,exo)l-N-(2- 
Chloro-e- 

methylphenyl)-2-[[[[3 
(hydroxymethyDbicyclo 
[2.2.1]heptan-2- 
yl] amino] carbonyl] ami 
no]-6- 

benzothiazolecsurboxa 
mide 



2.14 



420 




N-(2-Chloro-6- 
methylphenyl)-2-[[[[(3- 
fluoropheny Dmethyl] a 
mino]carbonyl]amino]' 
6- 

benzothiazolecarboxa 
mide 



2.17 



-148- 



wo 99/24035 



PCT/US98/23204 



QA207a 



421 


0 N— 4 1 


N-(2-Chloro-6- 
methyiphenyl)-2-[[I[(2- 
methoxyphenyDmethy 
] amino] carbonyl] amin 
o].6- 

benzothiazolecarboxa 
mide 


2.19 


422 


PC 

0 




(exo,exo)-2-[[[[3- 
(Aminocarbonyl)bicycl 
o[2.2.1]hept-5-en-2- 
y 1] amino] carbonyl] ami 
no)-N-(2-chloro-6- 
methylplienyl)-6- 
benzothiazolecarboxa 
mide 


2.07 


423 




Chtrai 


(S)-N-(2-Chioro-6- 
methylphenyl)-2-[[[[l- 
(1- 

naphthalenyDetliyl] am 
ino] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


2.34 


424 




N.{2-Chioro.6- 

methylphenyl)-2-[I[[[3- 

(trifluoromethyl)pheny 

1] methyl] amino] carbon 

yl] amino] -6- 

benzothiazolecarboxa 

mide 


2.27 


425 




N-(2-Chloro-6- 

methylphenyl)-2- 

[ [ [(phenylmethyl)amin 

o]carbonyl] amino] -6- 

benzothiazolecarboxa 

mide 


.2.15 



-149- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



426 




(endo,endo)-2-[[[[3- 
(Aminocarbonyl)bicycl 
o[2.2.1]hept-5-en-2- 
yl] amino] carbonyl] ami 
no]-N-(2-chloro-6- 
methylphenyl)-6- 
benzothiazolecarboxa 
mide 



427 




N-(2-Chloro-6- 

methylphenyI)-2-[[[[l- 

(4- 

hydroxyphenyDethyl] a 
mino] carbonyl] amino] 
6- 

benzothiazolecarboxa 
mide 



42B 




N-(2-Chloro-6- 
methylphenyl)-2- 
[[[[(2,6- 
difluorophenyDmethyl] 
amino] carbonyl] amino 
]-6- 

benzothiazolecarboxa 
mide 



429 



H,C CH, N— <s 




N-(2-Chloro-6- 

methylphenyl)-2- 

[[[[(2,3- 

dimethylphenyl)inethy 
1] amino] carbonyl] ami 
no]-6- 

benzotliiazolecarboxa 
mide 



430 




(R)-N-(2-Chloro.6- 
methylphenyl)-2-[[[[l- 
(1- 

naphtlialenyDethyl] am 
ino] carbonyl] amino] -6- 
benzothiazolecarboxa 

mide 



-150- 



wo 99/24035 



PCT/US98/232a4 



QA207a 



431 



CH, O 




N-(2-Chloro-6- 
methylphenyl)-2- [ [ [ [2- 
(ciiinethylamino)ethyl] 
amino] carbonyl] amino 
1-6- 

benzothiazolecarboxa 
mide 



1.70 



432 




N-(2-Chioro-6- 

methylphenyl)-2- 

[l[[l,l-dimethyl-2- 

(dimethylamino)ethyl] 

amino]carbonyl]amino 

]-6- 

benzothiazolecarboxa 
mide 



1.71 



'133 




N.(2-Chloro.6- 

methyIphenyl)-2-[[[[l- 

(phenylmethyl)-4- 

piperidinyl] amino] car 

bonyl]amino]-6- 

benzothiazolecarboxa 

mide 



1.62 



434 



j^^N^CH, O 




N-(2-Chloro-6- 

methyIphenyl)-2-[[I[3- 

(2-methyH- 

piperidinyDpropyl] ami 

no] carbonyl] amino] -6- 

benzothiazolecarboxa 

mide 



1.70 



435 




N-(2-Chloro-6- 

methylphenyl)-2-[[[[2- 

(l-methyl-2- 

pyrrolidinyDethyl] ami 

no]caTbonyl]amino]-6- 

benzothiazolecarboxa 

mide 



1.65 



-151- 



wo 99/24035 



PCT/US98/23204 



QA207a 



436 


0 ° 5 )6 


N.(2.Chloro.6- 
methylphenyl)-2-[[[[3- 

(4. 

morpholinyDpropyl] a 
mino] carbonyl] amino] < 
6- 

benzothiazolecarboxa 
znide 


1.60 


437 




N-(2-Chloro-6- 

inethylphenyl)-2-[[[[l- 

(phenylinethyl)-3- 

pyrrolidinyl] amino] car 

bonyl]amino]-6- 

benzothiazolecarboxa 

mide 


1.81 


438 


CH, CH, 


N-(2-Chloro.6. 
methylphenyl)-2-[[[[3- 
(diethylamino)propyl] a 
mino] carbonyl] amino] - 
6- 

benzothiazolecarboxa 
mide 


1.65 


439 




N-(2.Chloro-6- 

methylphenyl)-2.[[[[3- 
(4-methyl-l- 
piperazinyDpropyl] ami 
no] carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 


1.51 


440 




N-(2-Chloro-6- 
methylphenyl)-2-[[[[2- 

(1- 

piperazinyDethyl] amin 
o]carbonyl]amino]-6- 
^enzothiazolecarboxa 
miue 


1.46 


441 




N-(2-Chloro-6- 

methylphenyl)-2-[[[[2- 

(4- 

morpholinyl)ethyl] ami 
no]carbonyl]amino}-6- 
lenzothiazolecarboxa 
mide 


1.58 



-152- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



442 




CI 

6 


N-(2-Chloro-6- 
methylphenyl)-2- 
[[[(2,2,6,6-tetraniethyl. 
4- 

piperidinyDamino] car 
bonyl]ainino]-6- 
bezxzothiazolecsurboxa 
mide 


1.77 


443 


b "-^ 


Chirai 


(R)-N-(2-Chloro-6- 
methylphenyl).2-[[[[l- 
(phenylmethyl)-3- 
P3nTolidinyl] amino] car 
bonyl]aniino]-6" 
benzothiazolecarboxa 
mide 


1.80 


444 


b 


(S)-N-(2-Chloro-6- 

methylphenyl)-2-[[[[l- 

(phenylmethyl)-3- 

pyrrolidinyl] amino] car 

bonyl]amino]-6- 

benz otiiiazolecarboxa 

mide 


1.80 


445 




CI 

] 


N-(2-Chloro-6- 

methylphenyl)-2-[[[[3- 

(1- 

piperidinyDpropyl] ami 
no] carbonyl] amino] -6- 
benzotliiazolecarboxa 
mide 


1.65 


44B 




N-(2-Chloro-6- 
methylphenyl)-2-[[[[3- 

(1- 

; pyrrolidinyDpropyl] am 
no) carbonyl] amino] -6- 

mide 


1.62 


447 


CH, 0 ^^ff >^ 


N-(2-Chloro-6- 
methylphenyl)-2-[([[l- 

(2- 

pyridinyDethyl) amino] 
carbonyl] amino] -6- 
jenzothiazoiecarboxa 
mide 


1.70 



-153- 



wo 99/24035 



PCT/US98/23204 



QA207a 



418 




CH, 




N-(2-Chloro-6- 
methylphenyl)-2-[I[[l- 

(3- 

pyridinyDethyl] amino] 

carbonyl]amino]-6- 

benzothiazolecarboxa 

mide 



1.65 



449 




N-(2-Chloro-6- 
methylphenyl)-2- [[[(3- 
(2-0X0-1- 

P3rrrolidinyl)propyl] am 
ino} carbonyl] amino] -6- 
benzothiazolecarboxa 
mide 



1.91 



450 



■V- 




4-[[[[6-[[(2-Chloro-6. 
methylphenyDamino] c 
arbonyl]-2- 
benzothiazolyl] amino] c 
arbonyl] amino] - 1- 
piperidinecarboxylic 
acid etliyl ester 



2.12 



451 



CK, 6 ' 




H,C 



(S)-2-[[[[l-(4. 
Bromophenyl)etliyl]am 
ino] c arbonyl] amino] - 
N-(2-chloro-6- 
methylplienyl)-6- 
benzothiazolecarboxa 
mide 



2.34 



402 




Chiral 




(lS-cis).2-[[[[2- 
(Aminocarbonyl)cyclo 
hexyl] amino] carbonyl] 
amino] -N-(2-chlo^o-6- 
methylphenyi)-6- 
benzothiazolecarboxa 
mide 



2.02 



453 




2-[[[[3-(lH-Azepin-l- 

yl)propyl] amino] carbo 

nyl]amino]-N-(2- 

chloro-6- 

methylphenyI)-6- 

benzothiazolecarboxa 

mide 



1.70 



-154- 



wo 99/24035 



PCTAJS98/23204 



QA207a 



454 




N-(2.Chloro-6- 
methylphenyl)-2- 
I[[[2,2-diinethyl-3- 
(dimethylainino)propyl 
] amino] car bonyl] amin 
o]-6- 

benzothiazolecarboxa 
mide 



1.65 



455 




N-(2-Chloro-6- 

methylphenyl)-2- [[(3- 

P3nTolidinylamino)car 

bonyl]aiiiino]-6- 

benzothiazolecarbpxa 

mide 



1.54 



456 




4-[[[[[6-[l(2-Chloro-6. 
methylphenyl)ainino] c 
arbonyl]-2- 
benzothiazolyl] amino] c 
arbonyl]aminolmethyl] 
benzoic acid 



2.02 



4S1 




N-(2-Chloro-6- 
methylphenyl)-2- [[(3- 
pyridinylamino)carboii 
yl] amino] -6- 
benzothiazolecarboxa 
mide 



1.74 



458 




N-(2.Chloro-6- 
methylplienyl)-2-[[(4- 
pyridinylamino)carbon 
yl] amino) -6- 
benzothiazolecarboxa 
mide 



1.73 



45B 




N-(2-Chloro-6- 
methylplienyl)-2-[[[[2- 
(lH-pyrrol-3- 
yDethyl] amino] carbony 
1] amino] -6- 
benzothiazolecarboxa 
mide 



1.75 
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N-(2-Chloro-6- 
methylphenyl)-2-[[(2- 
P3n:idinylamino)carbon 
yl] amino] -6- 
benzothiazolecarboxa 
mide 



N-(2-Chloro-6- 

methylphenyl).2-[[{2- 

P3n-iinidinylamino)car 

bonyl]amino]-6- 

benzothiazolecarboxa 

mide 



2.06 



2.03 



4Sl 




4-[[[[[64[(2-Chloro.6- 
me thylphenyDamino] c 
arbonyl]-2- 

benzothiazolyl] amino] c 
arbonyl] amino]methyl" 
benzoic acid metiiyl 

ester 



2.14 



463 



401 




N-(2-Chloro-6- 

methylphenyl)-2-([[[(l- 

ethyl.2- 

pjOTolidinyDmethyl] a 
mino]carbonyl] amino] 
6- 

benzothiazolecarboxa 
mide 




N-(2-Chloro-6- 

methylphenyl)-2-[[[[2- 

[(5-mtro-2- 

pyridinyDamino] ethyl] 
amino] carbonyl] amino 
]-6- 

}enzothiazolec£irboxa 
mide 



1.63 



2.07 



465 




N-(2-Chloro-6- 

methylphenyl)-2-[[[(l- 

ethyl.3- 

>iperidinyl)amino] car 
3onyl]amino]-6- 
}enzothiazolecarboxa 
mide 



1.65 
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466 




N-(2-Chloro-6- 


2J22 




methylphenyl)-2-[[[[2- 








(6-fluoro-lH-in(iol-2- 
yDethyl] amino] carbony 
1] amino] -6- 
benzothiazolecarboxa 
mide 
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What is claimed is : 

1. A benzothiazole compound of the following formiila I or a salt 
thereof: 



p is 0, 1, 2 or 3; 

Xi and Xj are each hydrogen, or together form =0 or =S; 
each Rj is independently selected fii^m: 
(1) hydrogen or Rg, 



where Rg is alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl, aryl, 
aralkyl, heterocyclo, or heterocycloalkyl, each of 
which is nnsubstituted or substituted with Zj, and 
one or more groups Z^; 



(2) -OH or -ORs; 

(3) -SH or -SRg; 

(4) -C(0),H, -C(0),R6, or -O-CCO^Rg, where q is 1 or 2; 

(5) -SO3H or -SCOqRe; 

(6) halo; 

(7) cyano; 

(8) nitro; 

(9) -Z4-NR7R3; 

(10) .Z,-N(R9)-Z5-NR„R„; 

(11) -Z,-N(R,2)-Z5-R,; 

(12) -P(0)(0Rs)2; 

(13) any two groups Rj may together be alkylene or alkenylene 



completing a 3- to 8-membered saturated or 
unsaturated ring together with the carbon atoms to 




(I) 



where 
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which they are attached, which ring is unsubstituted 
or substituted with Zj, and Z3; or 
(14) any two groups Rj may, together with the carbons to which 
they are attached, form a heterocyclo group, which 
5 group is unsubstituted or substituted with Zj, and 

Z3; 

Rj and R, are each independently: 

(1) hydrogen or R^; 

(2) -Z.-Rg; or 
10 (3) -Zis-NR^Rg; 

R4 and R5: 

(1) are each independently hydrogen or Rg; or 

(2) together with the nitrogen atom to which they are attached 

complete a 3- to 8-membered saturated or 
15 unsaturated heterocyclic ring which is unsubstituted 

or substituted with Z,, Zg and Z3, which heterocyclic 
ring may optionally have fused to it a benzene ring 
itself imsubstituted or substituted with Zj, and Z3; 
R7, Rg, R9, Rio, Rii and R^g: 
20 (1) are each independently hydrogen or Rg; 

(2) R7 and Rg may together be alkylene or alkenylene, 

completing a 3- to 8-membered satin*ated or 
unsaturated ring with the nitrogen atom to which 
they are attached, which ring is unsubstituted or 
25 substituted with Zj, Zg and Z3; or 

(3) any two of Rg, R^^ and R^ may together be alkylene or 

alkenylene completing a 3- to 8-membered saturated 
or xmsaturated ring together with the nitrogen atoms 
to which they are attached, which ring is 
30 unsubstituted or substituted with Zi, Zg and Z3; 



Rx3 is: 



(1) cyano; 

(2) nitro; 
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(3) -NH^; 

(4) -NHOalkyl; 

(5) -OH; 

(6) -NHOaryl; 

5 (7) -NHCOOalkyl; 

(8) -NHCOOaryl; 

(9) -NHSOjalkyl; 

(10) -NHSOjaryl; 

(11) aryl; 

10 (12) heteroaryl; 

(13) -Oalkyl; or 

(14) -Oaryl; 
Ri4 is: 

(1) -NOj; 
15 (2) -COOalkyl;or 

(3) -COOaryl; 
Zj, Z2 and Z3 are each independently: 

(1) hydrogen or Zg, where Zg is (i) alkyl, alkenyl, alkynyl, 

cycloalkyl, cycloalkylalkyl, cycloalkenyl, 
20 cycloalkenylalkyl, aryl, aralkyl, alkyiaryl, 

cycloalkylaryl, heterocyclo, or heterocycloalkyl; (ii) a 
group (i) which is itself substituted by one or more of 
the same or different groups (i); or (iii) a group (i) or 
(ii) which is substituted by one or more of the 
25 following groups (2) to (16) of the definition of Z„ Zj 

and Z3; 

(2) -OH or -OZeJ 

(3) -SHor-SZe; 

(4) -C(0),H,-C(0),Z8,or-0-C(0)„Z6; 
30 (5) .S03Hor-S(0),Z6; 

(6) halo; 

(7) cyano; 

(8) nitre; 
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(9) -Z.-NZ^Z,; 

(10) -Z,-N(Zg)-Z5.NZ,Z8; 

(11) -Z,.N(Z,o)-Z5-Zs; 

(12) -Z,-N(Z,o)-Z5-H; 
5 (13) oxo; 

(14) -0-C(0)-Z6; 

(15) any two of Z„ Zj, and Z3 may together be alkylene or 

alkenyiene completing a 3- to 8-membered saturated 
or unsaturated ring together with the atoms to which 
10 they are attached; or 

(16) any two of Zj, Zj, and Z3 may together be -©-(CHa),-©-; 
Z4 and Zj are each independently: 

(1) a single bond; 

(2) -Z„-S(0),-Zi2-; 
15 (3) -Z„-C(0)-Z,2-; 

(4) -Zu-C(S)-Zi2-; 

(5) -Zu-0-Z,2-; 

(6) -Z11-S-Z12-; 

(7) -Z„-0-C(0)-Z,2-; or 
20 (8) -Z„-C(0)-0-Z,,-; 

Z7, Zg, Zg £ind Ziq: 

(1) are each independently hydrogen or Zg; 

(2) Zy and Zg, or Zg and Zjq, may together be alkylene or 

25 alkenyiene, completing a 3- to 8-membered saturated 

or imsaturated ring together with the atoms to which 
they are attached, which ring is unsubstituted or 
substituted with Zj, Zj and Z,; or 

(3) Zi^ or Z3, together with Z^, xnsiy be alkylene or alkenyiene 
30 completing a 3- to S-membered saturated or 

unsaturated ring together with the nitrogen atoms to 
which they are attached, which ring is unsubstituted 
or substituted with Z^, and Z,; 
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Zjj and Z,2 are each independently: 

(1) a single bond; 

(2) alkylene; 

(3) alkenylene; or 

(4) alkynylene; 
Z,3 is: 

(1) a single bond; 

(2) -Zi,-S(0),-Z,2-; 

(3) -Zi,-C(0)-Z,2-; 

(4) -Zii-C(S)-Zi2-; 

(5) -Z„-0-Zj2-; 

(6) -Zji-S-Zi2"; . 

(7) .Zii-0-C(0).Zi2S 

(8) -Z,i-C(0)-0-Zi2S 

(9) -C{NR„)s 

(10) -C(CHRi4).; or 

(11) -C(C(R,J2)-. 

2. A compound of claim 1, wherein p is 0 or 1, and each is 
20 independently selected from hydrogen, halo, alkyl or alkoxy. 

3. A compoxmd of claim 1, wherein Rg is hydrogen. 

4. A compoimd of claim 1, wherein Rg is hydrogen, alkyl, -Z^-Rg 
25 or .Z^g-NRyRg. 

5. A compound of claim 1, wherein R^ is hydrogen. 

6. A compound of claim 1, wherein Rg is an aryl group which is 
30 substituted with Z^ Zg and one or more groups Zg, 

7. A compoxmd of claim 1, wherein Xj and Xg together form =0 

or =S. 



10 
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9. A method for the treatment of a protein t3rrosine kinase- 
associated disorder, comprising the step of administering to a subject in 
need thereof an amoimt effective therefor of at least one compoimd of 

5 claim 1. 

10. The method of claim 9, wherein said protein tyrosine kinase- 
associated disorder is transplant rejection. 

10 11. The method of claim '9, wherein said protein tyrosine kinase- 

associated disorder is rheumatoid arthritis. 

12. The method of claim 9, wherein said protein tyrosine kinase- 
associated disorder is multiple sclerosis. 

15 

13. The method of claim 9, wherein said protein tyrosine kinase- 
associated disorder is inflammatory bowel disease. 

14. The method of claim 9, wherein said protein tyrosine kinase- 
20 associated disorder is lupus. 

15. The method of claim 9, wherein said protein tjrrosine kinase- 
associated disorder is graft vs. host disease. 

25 16. The method of claim 9, wherein said protein ts^rosine kinase- 

associated disorder is a T-cell mediated hypersensitivity disease. 

17. The method of claim 9, wherein said protein tyrosine kinase- 
associated disorder is psoriasis. 

30 

18. The method of claim 9, wherein said protein tjrrosine kinase- 
associated disorder is Hashimoto's thyroiditis. 
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19. The method of claim 9, wherein said protein tyrosine kinase- 
associated disorder is Guillain-Barre s3mdrome. 

20. The method of claim 9, wherein said protein tyrosine kinase- 
5 associated disorder is a cancer where a Src-family kinase is activated or 

overexpressed or where Src-family kinase activity facilitates tumor 
growth or survival. 



10 associated disorder is contact dermatitis. 

22. The method of claim 9, wherein said protein tyrosine kinase- 
associated disorder is an allergic disease. 

15 23. The method of claim 9, wherein said protein tjrrosine kinase- 

associated disorder is asthma. 

24. The method of claim 9, wherein said protein tjrosine kinase- 
associated disorder is ischemic or reperfusion injury. 



25. The method of claim 9, wherein said protein tjrrosine kinase- 
associated disorder is atopic dermatitis. 

26. The method of claim 9, wherein said protein tyrosine kinase- 
25 associated disorder is allergic rhinitis. 



21. 



The method of claim 9, wherein said protein tyrosine kinase- 



20 



27. 



The method of claim 9, wherein said protein tyrosine kinase 



is Lck. 



30 



28. 



The method of claim 9, wherein said protein tyrosine kinase 



is Pyn. 



29. 



The method of claim 9, wherein said protein tyrosine kinase 



is Lyn. 
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10 



30. The method of claim 9, wherein said protein tyrosine kinase 
is Hck. 

31. The method of claim 9, wherein said protein tyrosine kinase 
is Fgr. 

32. The method of claim 9, wherein said protein tyrosine kinase 

is Src. 



33. The method of claim 9, wherein said compoimd of the- 
formula I or salt thereof is administered, simultaneously or 
sequentially, with an antiinflammatory, antiproliferative, 
chemotherapeutic agent, immunosuppressant or PTK inhibitor other 

15 than a compoxmd of the formula I or salt thereof. 

34. The method of claim 33, wherein said compound of the 
formula I or salt thereof is administered with one or more of: another 
PTK inhibitor; cyclosporin A; CTLA4-Ig; antibodies selected from anti- 

20 ICAM-3, anti-IL-2 receptor (Anti-Tac), anti-CD45RB, anti-CD2, anti-CD3 
(OKT-3), anti-CD4, anti-CDSO, anti-CD86, and monoclonal antibody 
0KT3; agents blocking the interaction between CD40 and gp39; fusion 
proteins constructed from CD40 and gp39; inhibitors of NF-kappa B 
function; non-steroidal antiinflammatory drugs (NSAIDs); steroids; 

25 gold compounds; antiproliferative agents; FK506 (tacrolimus, Prograf); 
mycophenolate mofetil; cytotoxic drugs; TNF-a inhibitors; anti-TNF 
antibodies or soluble TNT receptor; and rapamycin (sirolimus or 
Rapamune) or derivatives thereof. 

30 35. A method for the treatment of a T cell mediated disorder, 

comprising the step of administering to a subject in need thereof an 
amount effective therefor of at least one compoxmd of claim 1. 
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36. The method of claim 35, wherein T cell activation is inhibited. 

37. A pharmaceutical composition for the treatment of a protein 
kinase-associated disorder, comprising a pharmaceutically acceptable 

5 vehicle or diluent and at least one compound of claim 1. 

38. A compound of claim 1, wherein: 



is: 

(1) a single bond; 

10 (2) -Z„-S(0),-Zjjs 

(3) -Zi,-C(0)-Zij-; 

(4) -Zn-C(S)-Z„-; 

(5) -Z„-0-Z,2-; 

(6) -Z,j-S-Zi2-; 

15 (7) -Z„-0-C(0)-Z,j-; or 

(8) -Z„-C(0).0-Z,2-. 



Zi3 is; 



39. A compound of claim 1, wherein: 
20 -CCNRis)-. 

40. A compound of claim 1, wherein: 

Zi3 is.- 

-C(CHRi,)-; or 
25 -CCCCRmV-. 

41. A benzothiazole compound of the following formula I or a 
salt thereof: 



(I) 

30 ^1 ^2 
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where 

p is 0, 1, 2 or 3; 

Xj and are each hydrogen, or together form =0 or =S; 
each is independently selected from: 
5 (1) hydrogen or Rg, 

where R^ is alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl, aryl, 
aralkyl, heterocyclo, or heterocycloalkyl, each of 
which is unsubstituted or substituted with Zj, Zg and 
10 one or more groups Zg; 

(2) -OH or -ORg; 

(3) -SHor-SRe; 

(4) -C(0),H, -C(0),Re, or -O-CCO^Rg, where q is 1 or 2; 

(5) -SO^Hor-SCO^Re; 
15 (6) halo; 

(7) cyano; 

(8) nitro; 

(9) -Z^-NR^Rq; 

(10) .Z,-N(R9)-Z5-NRioRn; 
20 (11) .Z4-N(Ri2)-Z5-Re; 

(12) ■.P(0)(OR6)2; 

(13) any two groups Rj may together be alkylene or alkenylene 

completing a 3- to 8-membered satxirated or 
imsaturated ring together with the carbon atoms to 
25 which they are attached, which ring is xmsubstituted 

or substituted with Z^, Zg and Z3; or 

(14) any two groups R^ may, together with the carbons to which 

they are attached, form a heterocyclo group, which 
group is xmsubstituted or substituted with Zj, Zj and 
30 Z3; 

Rj and R3 are each independently: 

(1) hydrogen or Rgj 

(2) -Z^-Rg; or 
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(3) -Z„-NR,R3; 
and Rgi 

(1) are each independently hydrogen or Rg; or 

(2) together with the nitrogen atom to which they are attached 

complete a 3- to 8-membered sattirated or 
imsatiirated heterocyclic ring which is unsubstituted 
or substituted with Z^, and Z3, which heterocyclic 
ring may optionally have fused to it a benzene ring ' 
itself imsubstituted or substituted with Zj, Zg and Z3; 
R?* Rfi^ Rio» 1^11 Rig: 

(1) are each independently hydrogen or Rg; 

(2) R7 and Rg may together be alkylene or alkenylene, 

completing a 3- to 8*membered saturated or 
unsaturated ring with the nitrogen atom to which 
they are attached, which ring is imsubstituted or 
substituted with Zj, Zg and Z3; or 

(3) any two of Rg, R^^ and R^ may together be alkylene or 

alkenylene completing a 3- to 8-membered saturated 
or unsaturated ring together with the nitrogen atoms 
to which they are attached, which ring is 
unsubstituted or substituted with Zj, Zg and Z3; 
Zj, Z2 and Z3 are each independently: 

(1) hydrogen or Zg, where Zg is (i) alkyl, alkenyl, alkynyl, 

cycloalkyl, cycloalkylalkyl, cycloalkenyl, 
cycioalkenylalkyl, aryl, aralkyl, alkylaryi, 
cycloalkylaiyl, heterocyclo, or heterocycloalkyl; (ii) a 
group (i) which is itself substituted by one or more of 
the same or different groups (i); or (iii) a group (i) or 
(ii) which is substituted by one or more of the 
following groups (2) to (16) of the definition of Zi, Zg 
and Z3; 

(2) -OHor-OZg; 

(3) -SHor-SZg; 
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(4) -C(0),H, •C{0\Z„ or -0-C(0),Z5; 

(5) -SOsHor-S(0),Ze; 

(6) halo; 

(7) cyano; 
5 (8) nitro; 

(9) -Z^-NZ^Z,; 

(10) -Z4-N(Z9)-Z5-NZ7Z8; 

(11) -Z,-N(Z,o)-Z5-Z6; 

(12) -Z,-N(Z,o)-Zs-H; 
10 (13) oxo; 

(14) -O.C(0)-Z6; 

(15) any two of Zj, Zj, and Z, may together be alkylene or 

alkenylene completing a 3- to 8-membered saturated 
or unsaturated ring together vdth tiie atoms to which 
15 they are attached; or 

(16) any two of Z,, Zj, and Z3 may together be -©-(CHj),-©-; 
Z4 and Zg are each independently: 

(1) a single bond; 

(2) -Z,,-S(0),-Z„-; 
20 (3) -Z„-C(0)-Zi2-; 

(4) -Z,i-C(S)-Z,2-; 

(5) -Z„.0-Z,2-; 

(6) -Z,,-S-Z,2-; 

(7) -Z,j-0-C(0)-Zi2-; or 
25 (8) -Z„-C(0)-0-Zi2-; 

Z7, Zg, Z9 and Ziq: 

(1) are each independently hydrogen or Zg; 

(2) Z7 and Zg, or Zg and Z^q, may together be alkylene or 

alkenylene, completing a 3- to 8-membered saturated 
30 or unsaturated ring together with the atoms to which 

they are attached, which ring is unsubstituted or 
substituted with Zj, and Z^; or 

(3) Z7 or Zg, together with Zg, may be alkylene or sdkenylene 

completing a 3- to 8-membered saturated or 
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unsaturated ring together with the nitrogen atoms to 
which they are attached, which ring is unsubstituted 
or substituted with Zj, Zg and Z3; and 
Z^i and are each independently: 



5 


(1) 


a single bond; 




(2) 


alkylene; 




(3) 


alkenylene; or 




(4) 


alkynylene; 




Z,3 is: 




10 


(1) 


a single bond; 




(2) 


-Z„-S(OVZ,,-; 




(3) 


-Zii-C(0)-Z,2-; 




(4) 


-Zjj-C(S)-Zj2~j 




(5) 


-Z11-0-Z12-; 


15 


(6) 


'Zu-S-Zi2-; 




(7) 


-Zii-0-C(0)-Zi2-; or 




(8) 


-Z,i-C(0)-0-Zi2-. 



42. A compound of claim 41, which compound of the formula I 
20 or salt thereof is selected from the group consisting of: 

[6-[[(2,4,6-Trimethylphenyl)amino)carbonylJ-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

2-Amino-N-(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide, 
trifluoroacetate (1:1); 
25 2-(Acetylamino)-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-(Benzoylamino)-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxopropyl)aminol-N-(2,4,6-trimethylphenyl)-6- 
30 benzothiazolecarboxamide; 

2-[(l-Oxobutyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[[(l,l-Dimethylethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2- [ [[Bis( l-methylethyDamino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxaiiiide; 

[6-Bromo-4-[[(2,4,6-Trimethylphenyl)ainino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 
5 (44[(2,4,6-Trimethylphenyl)amino]carbonyl)-2- 
benzothiazolyl]carbainic add, 1,1-dimethylethyl ester; 

[6-Bromo-7-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[7-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
10 benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-Bromo-5-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

[5-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 
15 2- [ [[Phenylaminolcarbonyl] amino]-N-(2,4,6-trimethylphenyl)-6- 

benzothiazolecarboxamide; 

2-[[[(Phenylmethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[Ethylamino]carbonyl]amino)-N-(2,4,6-trimethylpheiiyl)-6- 
20 benzothiazolecarboxamide; 

2-[[(Butylamino)carbonyl]aminol-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(Cyclopropylamino)carbonyl]amino]-N-(2,4,6-trimethylphenyl)- 
6-bezizothiazolecarboxamide; 
25 (R)-2- [[ [ [(3 ,3-Dimethylcy clohexyDmethyl] amino] carbonyl] amino] - 

N-(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(4-Methylcyclohexyl)amino]carbonyl}amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(Cyclohexylmethyl)amino]caibonyl]amino]-N-(2,4,6- 
30 trimethylphenyl)-6-benzothiazolecarboxamide ; 

2-[[[(2,3-Dihydro-lH-inden-l-yl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(l-Naphthalenylmethyl)amino]carbonyllaminol-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2-[[I[2-(lH-Imidazol-4-yl)ethyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[I(Tetrahydro-2-furanyl)methyl]amino]carbonyl]ainino]-N- 
(2,4,6-triinethylphenyl)-6-benzothiazolecarboxaiiiide; 

2-[[[[2-(5-Methoxy.lH-indol-3.yl)ethyl]amino]carbonyl]amino]-N- 
(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(4-Morpholinyl)ethylJainino]carbonyl]amino]-N-(2,4,6- 
triznethylpheiiyl)-6-bezizothiazolecarboxaznide; 

2-[t[[2-(2-Pyridinyl)ethyl]ainino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-beiizothiazolecarboxainide; 

2-[[[(l,l,3,3-Tetramethylbutyl)ainino]carboiiyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[I[(l,l-Diinethyl-propyl)ainino]carbonyl]amino]-N-(2,4,6-- 
trimethylphenyl)-6-benzothiazoiecarboxainide; 

2-[I[(l,5-Dimethylhexyl)amino]carbonyl]aiBino]-N-(2,4,6- 
trimethylphenyl)-6-ben20thiazolecarboxamide; 

2-[[(Cyclopentylamino)carbonyl]amino]-N-(2,4,6Ttrimethylphenyl)- 
6-benzothiazolecarboxainide; 

24[[(l,l-Dimethyl-2-hydroxyethyl)aimno]carbonyl]amino]-N-(^ 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[[(3-Methoxyphenyl)methyl]aininoJcarbonyl]amino]-N-(2,4,6- 
triDiethylphenyl)-6-benzothiazolecarboxainide; 

24 [[ [(3-Methylphenyl)methyl] amino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2- [ [ [I(4-Chlorophenyl)methyl] amino] carbonyl] amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazoiecarboxamide; 

2-[[[[2-(4-Methoxyphenyl)ethyl]ainino]carbonyl]amino]-N-{2,4,6- 
trimethylphenyl)-6-benzothiazolecarbox£imide; 

2-[[(2-Propynylamino)carbonyl]ainino]-N.(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide; 

2-[[(2-Propenylamino)carbonyl]amino]-N.(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide ; 

2-I[ [(3-Phenylpropyl)amino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2- [ [ [ [ l-(Hydroxyinethyi)cyclopentyl] amino] carbonyl] amino] -N- 
(2,4,6-trimetliylphenyl)-6-ben2othiazoIecarboxamide; 

2-l[[[4-( 1, l-Dimethylethyl)cyciohexyl] amino] carbonyl] amino] -N- 
(2,4,6-trimet]iylplienyl)-6-benzotliiazolecarboxamide: 

2- [[[( 1-Propylbutyl)amino] carbonyl] amino] -N-(2 ,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2- [[[( 1 ,3-Dimethylpentyl)amino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[3-(]tfethylthio)propyl]aminolcarbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzotliiazolecarboxamide; 

2-l[[[l-(Metlioxymethyl)propyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(2-Thienyl)ethyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarbox£unide; 

2-[[[[(2,6-Dimethoxyphenyi)methyl]amino]carbonyl]amino]-N- 
(2,4,6-trimethylp]ienyl)-6-benzothiazolecarboxamide; 

(R)-2-[[[[l-(Hydroxymethyl)-2. 
phenylethyl]amino]carbonyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxeunide; 

(R)-2-[[t(l-Phenylethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(l-Adamantylamino)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[[2-(4-Fluorophenyl)-l,l-dimethylethyl]amino]carbonyl]amino]- 
N-(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

2- [ [ [ [2-(2-Pyridinyloxy)ethyl] amino] carbonyl] amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; ' 

2-[[[(l-]\lethyl-l-phenylethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

(R)-2-[[[Il-(4.]V[ethylphenyl)ethyl]amino]carbonyllamino]-N-(2,4,6- 
trimethylphenyl)-6-benzothia2olecarboxamide; 

2- [[[( l-Methylheptyl)amino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2-[[[[(4-Methoxyphenyl)methyi]amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-ben2othiazolecarboxainide; 

2-[[[(4-Cyclohexylphenyl)ainino]carbonyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothi£izolecarboxamide; 
5 2-[[[(5,6,7,8-Tetrahydro-l-naphthalenyl)ainiiio]carbonyl]ainino]-N- 
(2,4,6-trimethylphenyl)-6-benzothiazoIecarboxamide; 

24[[(2,3-Dihydro-lH-inden-5-yl)amino]carbonyl]amino]-N-(2,4,6- 
triinethyiphenyl)-6-benzothiazolecarboxainide ; 

2-[[(l,3-Benzodioxol-5-ylainino)carbonyl] amino] -N-(2,4,6- 
10 trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(2-Pyridinylamino)carbonyl]amino]-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide; 

2-[[I(3-Methyl-2-pyridinyl)amino]carbonyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxaniide; 
15 2-[[[(4-Methyl-2-p5n:idinyl)aminoJcarbonyl]aimno]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2-Chloro-5-methylphenyl)amino]carbonyl]ainiiio]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2,6-Dichlorophenyl)amino]carbonyl]ainino]-N-(2,4,6- 
20 trimethylphenyD-e-benzothiazolecarboxamide; 

2-[[[(2-Methox3rphenyl)ammo]carbonyI]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazoiecarboxaniide; 

2-[[(I14'-Biphenyl]-2-ylainino)carbonyl]a2ninol-N-(2,4,6- 
triinethylphenyl)-6-benzothia2olecarboxamide; 
25 2-[([(2-Ben2oylphenyl)ainino]carbonyl]amino]-N-(2,4,6- 
tri2nethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2-Methylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxa2mde; 

N-(2,4,6-Triiuethylphenyl)-2-[[[(2,4,6- 
30 trimethylphenyl)amino]carbonyl]amino]-6-benzothiazolecarboxaimde; 

2-[[[[2-Methyl-6-(l-methylethyl)phenyl]amino]carbonyllainino]-N- 
(2,4,6-triiQethylphenyl)-6-benzothiazolecarboxaiiiide; 

24[[(3,5-Difluorophenyl)amino]carbonyl]ainmo]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2-[[[(3-Methoxyphenyl)ainino]carbonyl]ainino]-N-(2,4,6- 
trimethylphenyl)*6-benzothiazolecarboxainide; 

2-[[[(3-Methylphenyl)ainino]carbonyl]aininol-N-(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(4-Cyanophenyl)airiino]carboiiyl]aminol-N-{2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(4-Fluorophenyl)ainino]carbonyl]amino]-N-(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(4-Chlorophenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

4-[[[[64[(2,4,6-Triinethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]amino]carbonyl]amino]benzoic acid, ethyl ester; 

2-[[[(34i5-Trimethoxyphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-I[[(3,4-Dimethoxyphenyl)aminolcarbonyl]amino]-N-(2,4,6- 
trimethylphenyD-S-benzothiazolecarboxainide; 

2-[II[2,6-Bis(l-Methylethyl)phenyl]ainmo]carbonyl]amino]-N- 
(2,4,6-triinethylphenyl)-6-benzothiazolecarboxaiiiide; 

2-[II(2-Propylphenyl)ainino]carbonyl]ainino]-N-(2,4,6- 
trimethylphenyD-S-benzothiazolecarboxamide; 

2-[[[(3-Bromo-24,6-trimethylphenyl)amino]carbonyl)amino]-N- 
(2,4,6-trimethyiphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(4-Morpholinyl)phenyl]amino]carbonyl]ainmo]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-( [[(3-Bromo-2-methylphenyl)ainino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(2,6-Dimethoxyphenyl)ainino]carbonyl]aiiiino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2-Bromo-5-methoxyphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(2-Methoxy-6-methylphenyl)amino]carbonyl]aiiiino]-^^ 
trimethylphenyl)-6-benzothiazolecarboxaraide; 

2-[[[(2,3-Dimethyl-lH-indol-5-yl)amino]carbonyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 
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2-[[[[3-(l,3,4-Oxa<iiazol-2-yl)phenyl]ainino]carbonyl]amino]-N- 
(2,4,6-triinethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(2-Chloro-6-methylphenyl)ainiiio]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-[[[[3-(Methylthio)phenyl]ainino]carbonyl]ainino]-N'-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

2-I[[(4-Methoxy-2-methylphenyl)aimno]carbonyl]amino]-N-^^ 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(4-Methoxycyclohexyl)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[(2,2-Dimethyl-l-oxopropyl)amino]-N-(24,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-((2-Thienylacetyl)ainino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-t(Cyclopropylcarbonyl)amino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxaznide; 

2-[(Cyclobutylcarbonyl)ainino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

24(Cyclopentylcarbonyl)amino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(3-Cyclopentyl-l-oxopropyi)aniinol-N-(24,6-trimethylphenyl)-^^ 
benzothiazolecarboxamide ; 

2-[(l-Cyclopenten-l-ylcarbonyl)aininol-N-(24,6-trimethylphenyl)- 
6-benzothiazolecarboxainide; 

2- [(CyclohexylacetyDamino] -N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

24(l-Oxo-2-phenylpropyl)ainino]-N-{2,4,6-triinethylphenyl)--6- 
benzothiazolecarboxamide ; 

2-[(2-Methyl-l-oxopropyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecEirboxamide; 

2-[(l-Oxo-3-phenoxypropyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxor3-phenylpropyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide ; 
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2-[[3-(2-Methoxyphenyl)-l-oxopropyl]ammo]-N-(2,4,6- 
triinethylphenyl)-6-beiizothiazolecarboxainide; 

24[3-(2,3,4-Trimethoxyphenyl)-l-oxopropyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6-ben2othiazolecarboxamide; 

2-[(l,4-Dioxopentyl)ainino]-N-(2,4,6-trimethylphenyl)-6- ' 
benzothiazolecarboxamide; 

2-[(2-Naphthalenylacetyl)amino]-N-(2,4,6-trimethylphenyl)-^ 
benzothiazolecarboxamide; 

2-[[(2-Chloro-6-fluorophenyl)acetyl]ainino]^N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxainide; 

24[(2-Methylphenyl)acetyl]ainino]-N-(24,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(3-Methoxyphenyl)acetyl]aminol-N-(2,4,6-trimethylphenyl)-6 
benzothiazolecarboxamide; 

2-[[(4-Chlorophenyl)acetyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxo-4-pentynyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide ; 

5-Oxo-5-[[6-[[(2,4,6-trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]amino]pentanoic acid, methyl ester; 

2-l(l-Oxohexyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxoheptyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide 

2-[[1.0xo-4-(2.tMenyl)butyl]amino]-N-(2,4,6-trimethylphenyl)-.6- 
benzothiazolecarboxamide; 

2-[(3-Thienylcarbonyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(4-Nitrophenyl)acetyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-I[3,5-Bis(trifluoromethyl)phenyl]acetyl)amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[2-[4-(2-Methypropyl)phenyl]-l-oxopropyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2- [ [(3-Cyclohexen- l-yl)carbonyl] amino] -N-(2,4,6-trimethyipheiiyl)- 
6-benzothiazolecarboxamide; 

2-[[3-(3-Methoxyphenyl)-l-oxopropyl]amino]-N-(2,4,6- 
trimethylphenyD-e-benzothiazolecarboxamide; 

2-[[(2,3,6-Trichlorophenyl)acetyl]amino]-N.(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

2-([(l,3-Benzodioxol-5-yl)acetyl]aixiino]-N-(2,4,6-trimethylphenyl)- 

5- benzothiazolecarboxamide; 

2-[[[2-(Phenylinethoxy)phenyl]acetyl]ainino]-N-(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxaiiiide; 

2-[[(3,5-Dimethoxyphenyl)acetyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarbox2unide; 

2-[[3-(l,3-Benzodioxol-5-yl)-l-oxopropyI]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-I[(Tetrahydro-2-furanyl)carbonyl]ainino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[I2-(Acetyiamino)-l"Oxopropyl]amino]-N-(2,4,6-trmiethylphenyl)- 

6- benzothiazolecarboxamide ; 

2-[[2-(Acetylamino)-l-oxohexyllamino]-N-(2,4,6-triinethylphenyl)- 
6-benzothiazolecarboxamide; 

2-[(Cyclopropyiacetyl)aimno]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide ; 

N,N-Dimethyl-N'-[6-[[(2,4,6-trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyllbutanediamide; 

2- [( l-AdamantylcarbonyDamino] -N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2- [[(4-Methylcyclohexyl)carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzotliiazolecarboxamide; 

2-[(3-Methoxy-l-oxopropyl)aminol-N-(2,4,6-trimethylphenyl)-6- 
benzothiazoiecarboxamide; 

[6-[[(2,3-Dihydro-lH-inden-5-yl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

[6-[(2-Naphtliylenylamino)carbonyl]-2-benzothiazolyl]carbamic 
acid, 1,1-dimethylethyl ester; 
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[6-[[(3-Hydroxy-2-naphthalenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Fluoro-5-methylphenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Chloro-6-methylphenyl)ainino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2,6-Dimethylphenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(4-Bromo-2-methylphenyl)amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(3-Bromo-2,4,6-trimethylphenyl)aixiino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[2,6-Dimethyl-3-(l-methylethyl)phenyl]aminolcarbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-II(2-Bromo-4,6-dimethylphenyl)amino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Methyl-6-quinolinyl)amino]carbonyl]-2- 
. benzothiazoiyl]carbamic acid, 1,1-dimethylethyl ester; 

[6-[[(4-Methoxy-2-naphthalenyl)amino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6- [ [(6-Methyl-5-quinolinyl)amino] carbonyl] -2- 
benzothiazolyHcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[2-(2-Hydroxyethyl)-6-methylphenyl]amLino]carbonyll-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6- [[(2,6-Dimethyl-3-nitrophenyl)amino] carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Bromo-3,4,6-trimethylphenyl)ainino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Acetyl-6-hydroxyphenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[4-[I(l,l-Dimethylethoxy)carbonyl]amino]-2,3,5,6- 
tetramethylphenyl] amino] carbonyl]-2-benzothiazolyl] carbamic acid, 
1,1-dimethylethyl ester; 
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I6-[[(4-Bromo-2,6-diinethylphenyl)aixiino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[3-Acetylamino]-4,6-dimethylphenyl]ammo]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2,6-Dimethox3rphenyl)amino)carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Methyl-l-naphthalenyl)amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

3- [[[2-[[(l,l-Dimethylethoxy)carbonyl]amino]-6- 
beii2othiazolyl]carbonyl]aminol-4-methyl-2-thiophen€carboxylic acid, 
methyl ester; 

[6-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, methyl ester; 

2-[[(Acetylamino)acetyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[(l,l- 
dimethylethyl)amino] carbonyl] amino) -6-benzothiazolecarboxamide; 

N-(2,6-Dichlorophenyl)-2-[[[(l,l- 
dimethylethyDamino] carbonyl] amino] -6-benzothiazolecarboxamide; 

N-(4-Bromo-2,6-dimethylphenyl)-2-[[((l,l- 
dimethylethyDamino] carbonyl] amino] -6-benzothiazolecarboxamide; 

N-(4-Carbomethoxy-2,6-Dimethylphenyl)-2-[[[l,l- 
dimethylethoxy] carbonyl] amino] -6-benzothiazolecarboxamide; 

N.(4-Hydroxymethyl-2,6-Dimethylphenyl)-2-[[[l,l- 
dimethylethoxy] carbonyl] amino] -6-ben2othiazolecarboxamide; 

[4-Methyl-6-[[(2,4,6-trimethylphenyl)amino]carbonyll-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

2-Amino-4-methyl-N-(2,4,6-trimethylphenyl)-6- 
benzothieizolecarboxamide, trifluoroacetate (1:1); 

4- Methoxy-[6-[[(2,4,6-trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

2-Amino-4-methoxy-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide, trifluoroacetate (1:1); 
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2-[[(Methylamino)carbonyl]amino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

2- [ [ [Methylamino] carbonyl] amino] -4-inethoxy-N-(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

5-Methoxy-[6-[[(2,4,6-trimethylphenyl)amino]carbonyl)-2- 
benzothiazolyllcarbamic acid, 1,1-diinethylethyl ester; 

2-Ainino-N-(4-N,N-dimethylainino-2,3,5,6-tetramethylphenyl)-6- 
benzothiazolecarboxamide, trifluoroacetate (1:1); 

5-Chloro-[6-[[(2,4,6-trimethylphenyl)amino]carbonyi]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

7-Chloro-[6-[[(2,4,6-trimethylphenyl)ainino]carbonyl]-2- 
benzothiazolyDcarbamic acid, 1,1-dimethylethyl ester; 

2-Ainino-5-hydroxy-N.[2,4,6-triinethylphenyl]-6- 
benzothiazolecarboxamide; 

5-feri-Butoxycarbonylosy-[6-[[(2,4,6- 
trimethylphenyl)ainino]carbonyl]-2-benzothiazolyl]carbamic acid, 1,1- 
dimethylethyl ester; 

2-[[[(l,l-Dimethylethyl)amino]carbonyl]amiiio]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(Cyclopropylamino)carbonyI] amino] -N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(CyclopentylaimnG)carbonyl]amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[[[l-(ethynyl)cycIohexyl]aminoJcarbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(4-]V[ethyl-cyclohexyI)amino]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2,3-Dihydro-lH-inden-l-yl)aminolcarbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[t[2-(lH-Imidazol-4-yl)ethyl]amino]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[(Tetrahydro-2-furanyl)methyl] amino] carbonyl] amino] -N-(2, 6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 
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24[[[2-(5-Methoxy-lH-indol--3-yl)ethyl]amino]carbonyl]ammo]-N- 
(2,6-dimethylphenyl)-6-benzothiazolecarboxaimde; 

24[[(14-Dimethyl-2-hydroxyethyl)ainino]carbonyl]aminol-N-(2,6- 
dimethylphenyD-e-benzothiazolecarboxamide; 

5 2-[[[(l,l-Dimethyl-propyl)ainmo]carbonyl]ainino]-N-(2,6- 
dimethylphenyD-S-benzothiazolecarboxamide; 

2- [ [ [ [(3-Methoxyphenyi)methyI] amino] carbonyl] amino] -N-(2,6- 
dimethylplienyl)-6-benzotliiazolecarboxamide; 

2-[[[[(4-Methoxyplienyl)methyl]amino]carbonyl]amino]-N-(2,6- 
10 dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[I(2-Propynylamino)carbonyl]amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(2-Propenylamino)carbonyl]aminQ]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide ; 

15 2-[[[(3-Phenylpropyl)amino]carbonylJamino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[ [ [ [l-(Hydroxymethyl)cyclopentyl] aminolcarbonyl] amino] -N-(2,6- 
dimethylphenyI)-6-benzotliiazolecarboxamide; 

2-[[[[l-(Methoxymethyl)propyl]amino]carbonyl]amino]-N-(2,6- 
20 dimetliylphenyl)-6-benzothiazolecarboxamide; 

(R)-2.[[[(l.Phenylethyl)amino]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazoiecarboxamide; 

2-[[[(3,4,5-Trimethoxyphenyl)amino]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 
25 2-[[(l,3-Benzodioxol-5-ylamino)carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzotliiazolecarboxamide; 

2-[[[(4-Fluorophenyl)amino]carbonyl]amino]-N-(2,6- 
dimetliylp]ienyl)-6-benzothiazolecarboxamide; 

2-[[(Cyclopropylamino)carbonyl]aminol-N-(2-chloro-6- 
30 methylphenyl)-6-benzothiazoiecarboxamide; 

2-[[(Cyclopentylamino)carbonyl]amino]-N-(2-chloro-6- 
methylplienyl)-6-benzothiazolecarboxamide; 

2-[II[l-(ethynyl)cycloiiexyl)amino]carbonyl]amino]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 
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2- [ I[(4-.Methyl-cyclohexyl)amino] carbonyl] amino] -N-(2-chloro-6- 
methylphenyD-e-benzothiazolecarboxamide; 

2-[l[(2,3-Dihydro-lH-inden-l-yl)amiiio]carbonyl]amiiio]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxainide; 

2-[[[[2-(lHJmidazol-4-yl)ethyl]amino]carbonyl]ainino]-N-(2-chloro- 
6-methylphenyl)-6-benzothiazolecarboxainide; 

2-[[[[(Tetrahydro-2-fiiranyl)inethyl] amino] carbonyl] amino] -N-(2- 
chloro-e-methylplienyD-e-benzothiazolecarboxamide; 

2-[[[I2-(5-Methoxy-lH-indol-3-yl)ethyl]amino]carbonyl]amino]-N-(2- 
chloro-6-metliylp]ienyl)-6-benzothiazolecarboxamide; 

2- [[ [( 1 , l-Dimethyl-2-hydroxyethyl)amino] carbonyl] amino] -N-(2- 
chloro-6-methylphenyl)-6-ben2othiazolecarboxamide; 

2-[[[(l,l-Dimethyl-propyl)amino]carbonyl]amino]-N-(2-chloro-6- 
methylphenyl)-6-benzothia2olecarboxamide; 

2-[[[[(3-Methox3rphenyl)methyl]amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[(4-Methoxyphenyl)methyl]amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[(2-Propynylamino)carbonyl]amino]-N-(2-chloro-6- 
methylphenyl)-6-ben2othiazolecarboxamide; 

2-[[(2-Propenylamino)carbonyl)amino]-N-(2-chloro-6- 
methylphenyl)-6^benzothiazolecarboxamide; 

2-[[[(3-Phenylpropyl)amino]carbonyl]amino]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[l-(Hydroxymethyl)cyclopentyl]amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[l-(Methoxymethyl)propyl]amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

(R)-2- [ [ [( l-Phenylethyl)amino] carbonyl] amino] -N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2,3-Dimethyl-lH-indol-5-yl)amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(3,4,5-Trimethox3rphenyl)amino]carbonyl]amino]-N-(2-chloro- 
6-methylphenyl)-6-benzothiazolecarboxamide; 
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2-[[(l,3-Benzodioxol-5-ylamino)carbonyl]amiiio]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(4-Fluorophenyl)amino]carbonyl]ainino]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxainide; 
5 2- [ [ [ [( l-methoxycarbonyDcyclopropyl] amino] carbonyl] amino-N- 

(2,4,6-triinethylphenyl)-6-benzothiazoiecarboxainide; 

[6-[[[(2,6-Dimethyl-4-phenyl)phenyl]ainmo]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-diinethylethyl ester; 
[6-[[[(2,6.Dimethyl-4-(2.N,N. 
10 dimethylethoxy )phenyl] amino] carbonyl] -2-berizotliiazolyl] carbamic acid, 
1,1-dimetliyletliyl ester; 

[6-[[[(2,6-Dimethyl-4-(2. 
morpliolinoethoxy)phenyl]amino]carbonyl]-2-benzotliiazolyl]carbamic 
acid, 1,1-dimethyletliyl ester; 
15 2-((Cyclopropylcarbonyl)amino]-N-(2-chloro-6-methylphenyl)-6- 
benzotliiazolecar boxamide ; 

2- [(2-Metliyl-cy clopropylcarbonyDamino] -N-(2-chloro-6- 
methylphenyl)-6-benzotliiazolecarboxamide; 

2-[(2,2-Dichloro-l-methyl-cyclopropylcarbonyl)amino]-N-(2-chloro- 
20 6-methylplienyl)-6-benzothiazolecarboxamide; 

2-[(l-Hydroxy-cyclopropylcarbonyl)amino]-N-(2-cliloro-6- 
methylphenyl)-6-benzot]iiazolecarboxamide; 

N-(2-Chloro-6-methyiphenyl)-2-[(cyclobutyIcarbonyl)amino]-6- 
benzothiazolecarboxamide; 
25 N-(2-Cliloro-6-methylphenyl)-2-[(cyclopentylcarbonyl)amino]-6- 
benzotliiazolecarboxamide; 

N-(2-Chloro-6-metliylphenyl)-2-[(cyclohexylacetyl)amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-metliylphenyi)-2- [(metlioxy acetyDamino] -6- 
30 benzotliiazolecarboxamide; 

N-(2-Cliloro-6-methylphenyl)-2-[(l-oxo-2-plienyipropyl)amino]-6- 
benzothiazolecarboxamide; 

N-(2-Cliloro-6-methylphenyl)-2-[(l-oxo-2-metliylpropyl)aD:iino]-6- 
benzothiazolecarboxamide; 
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N-(2-Chloro-6-methylphenyl)-2-[(l-oxo-3-phenyipropyi)ainino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[3-(2-methoxyphenyl)-l- 
oxopropyl] amino] -6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[l.oxo-3-(2,3,4- 
trimethoxyphenyDpropyl] amino] -6-benzotliiazolecarboxamide; 

N-(2-Cliloro-6-methylphenyl)-2-l(l,4-dioxopentyl)amino]-6- 
benzotliiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[(2,2-dimethyl-l-oxobutyl)amino]-6- 
benzothiazolecarboxamide; 

2- 1 [(2-Chloro-6-fluorophenyl )acetyl] amino] -N-(2-chloro-6- 

methylphenyl)-6-benzotluazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[(2-methylphenyl)acetyl]amino]-6- 
benzotliiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[(3-methoxyphenyl)acetyl]amino]- 
6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[(4-chlorophenyl)acetyl]amino]-6- 
benzothiazolecarboxamide; 

N-(2-Cliloro-6-methylphenyl)-2-[(l-oxo-4-pentynyl)amino]-6'- 
benzotliiazolecarboxamide; 

5- [ [6- [ [(2-Chloro-6-methylphenyl)amino] carbonyl] -2- 
benzotliiazolyl] amino] -5-oxopentanoic acid metliyl ester; 

N-(2-Chloro-6-methylphenyl)-2-[(l-oxohexyl)amino]-6- 
benzotluazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[3-(3-methoxyphenyl)-l- 
oxopropyl] amino] -6-benzothiazolecarboxamide ; 

2-[[(l,3-Benzodioxol-5-yl)acetyl]amino]-N-(2-chloro-6- 
methylplienyl)-6-benzothiazolecarboxamide; 

2-[[3-(l,3-Benzodioxol-5-yl)-l-oxopropyl;]amino]-N-(2-chloro-6- 
methylp]ienyl)-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[(3,5- 
dimethox3rphenyl)acetyl]amino]-6-benzotliiazolecarboxamide; 

N-(2-Chloro-6-metliylphenyl)-2-[(cyclopropyiacetyl)amino]-6- 
benzothiazolecarboxamide; 
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N-(2-Chloro-6-inethylphenyl)-2-[I(l- 
methylcyclopropyl)carbonyl]ainino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[2- 
(trimethylsilyl)cyclopropyllcarbonyl]a2nino]-6- 
5 benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[(l-(4- 
inethoxyphenyl)cyclopropyl]carbonyllaraino]-6- 
benzothiazolecarboxamide; 

trans-N-(2-Chloro-6-methylphenyl)-2-[[(2- 
10 phenyicyclopropyDcarbonyl] amino] -6-benzothiazolecarboxamide; 

N-(2.Chloro-6-methylphenyl)-2-[[Il-(4- 
methylphenyl)cyclopropyl]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2"Chloro-6-methylphenyl)-2-I[[l-(4- 

chlorophenyl)cyclopropyl]carbonyl]amino]-6-benzothiazolecarboxamide; 
15 [l-[I[6-[[(2-Chloro-6-methyIphenyl)amino]carbonyl]-2- 
benzothiazolyl] amino] carbonyl]cyclopropyI]carbamic acid 1,1- 
dimethylethyl ester; 

(lS-trans)-N-(2-Chloro-6-methylphenyl)-2-[[[2,2-dimethyl-3-(2- 
methyl-l-propenyl)cyclopropyl]carbonyl]amino]-6- 
20 benzothiazolecarboxamide; 

(lS-cis)-N-(2-Chloro-6-methylphenyl)-2-[[[2,2-dimethyl-3-{2- 
methyl-l-propenyl)cyclopropyl]carbonyl]2uiiino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-I[(l- 
25 phenylcyclopropyl)carbonyI]amino]-6-benzothiazolecarboxamide; 
N-(2-.ChIoro-6-methylphenyl)-2-[[(2- 
formylcyclopropyDcarbonyl] amino] -6-benzothiazolecarboxamide; 

2-I[[6-[[(2-Chloro-6-methylphenyl)amino]carbonyl]-2- 
benzothiazolyl] amino] carbonyllcyclopropanecarboxylic acid ethyl ester; 
30 2-[[[6-[[(2-Chloro-6-methylphenyl)amino]carbonyl]-2- 

benzothiazolyl]amino]carbonyl]-l-methylcyclopropanecarboxylic acid 
methyl ester; 
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N-(2-Chloro-6-methylphenyl)-2-([I2- 
(phenylmethyl)cyclopropyl]carbonyl]amino]-6- 
benzothiazolecarboxamide ; 

N- [6- [[(2-Chloro-6-methylphenyl)amino] carbonyl] «-2- 
5 benzothiazolyl]-2-quinoiinecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[(2-pyridinylcarbonyl)amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[(2-pyridinyicarbonyl)aniino]-6- 
benzothiazolecarboxamide, 1-oxide; 
10 trans-N-(2-Chloro-6-methylphenyl)-2-I[[2- 

[(dimethylamino)methyl]cyclopropyl]carbonyl]ainino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[(l-methyl-lH-pyrrol-2- 
yDacetyl] amino] -6-benzothiazolecarboxamide; 
15 N-(2-Chloro-6-inethylphenyl)-2-[[5-(dimethylainino)-l- 
oxopentyl]amino]-6-benzothiazolecarboxainide; 

N-(2-Chioro-6-methylphenyl)-2-I[4-(diinethylainino)-l- 
oxobutyl]aiiiino]-6-benzothiazolecarboxainide; 

trans-N-(2-Chloro-6-inethylphenyl)-2-[l[2-(l. 
20 pyrrolidinylmethyDcyclopropyl] carbonyl] amino] -6- 
benzot}iiazolecarboxamide; 

trans-N-(2-Chloro.6-methylphenyl)-2-.[[[2-(l- 
piperidinylmethyl)cyclopropyl]carbonyl]amino]-6- 
benzothiazolecarboxamide; 
25 N-(2-Cliloro-6-methylphenyl)-2-[((dimethylamino)acetyl]amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[3-(2-methyl.4-nitro-lH-imidazol- 
l-yD-l-oxopropyllaminoj-e-benzothiazolecarboxamide; 

2-[(Cyclobutylcarbonyl)aminol-N-(2,6-dimethylphenyl)-6- 
30 benzothiazolecarboxamide; 

2-[(Cyclopentylcarbonyl)amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(Cyclohexylacetyl)amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 
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N-(2,6-Dimethylphenyl)-2-((l-oxo-2-phenyipropyl)ainino]-6- 
benzothiazolecarboxamide; 

N-(2,6-Diinethylphenyl)-2-[(2-inethyl-l-oxopropyi)ainino]-6- 
benzothiazolecarboxamide; 

5 N-(2,6-Dimethylphenyl)-2-[(l-oxo-3-phenylpropyl)ainino]-6- 
benzothiazolecarboxamide; 

N-(2,6-Dimethylphenyl)-2-[[3-(2-methoxyphenyl)-l. 
oxopropyl]ainino]-6-benzothiazolecarboxamide; 

N-(2,6-Dimethylphenyl).24[3-(2,3,4-trimethoxyphenyl).l- 
10 oxopropyl]ainino]-6-benzothiazolecarboxainide; 

N-(2,6-Dimethylphenyl)-2-[(l,4-dioxopentyl)ainino]-6- 
benzothiazolecarboxamide ; 

2-[(2,2-DimethyH-oxobutyl)ammo]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 
15 N-(2,6-Dimethylphenyl)-2-[(inethoxyacetyl)a2niiio]-6- 
benzothiazolecarboxaiziide; 

N,N-Dimethyl-N'-[6-[[(2,6-dimethylphenyl)aminolcarbonyl]-2- 
benzothiazolyljbutanediamide; 

N-{2,6-Dimethylphenyl)-2-[[(l-methylcyclopropyl)carbonyl]ainino] 
20 6-benzothiazolecarboxamide; 

2-[[(2-Chloro-6-fluorophenyl)acetyl]ainino]-N-(2,6" 
dimethylphenyl)-6-benzothiazolecarboxainide; 

N-(2,6-Dimethylphenyl)-24I(2-methylphenyl)acetyl]aimno]-6- 
benzothiazolecarboxamide; 
25 N-(2,6-Dimethylphenyl)-2-[[(3'methoxyphenyl)acetyl]amino]-6- 
benzothiazolecarboxamide ; 

2-I[(4-Chlorophenyl)acetyl]amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide ; 

N-(2,6-Dimethylphenyl)-2- [( l-oxo-4-pentynyI)amino]-6- 
30 benzothiazolecarboxamide; 

N-(2,6-Diinethylphenyl)-2-[(l-oxohexyl)amino]-6- 
benzothiazolecarboxamide; 

N-(2,6-Dimethylph8nyl)-2-[[3-(3-methoxyphenyl)-l- 
oxopropyl]amino]-6-benzothiazolecarboxamide; 
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2-[[3-(l,3-Benzociioxol-5-yl)-l-oxopropyl]ainino]-N-(2,6- 
dimethylphenyD-S-benzothiazolecarboxamide; 

2- [ [( l,3-Benzodioxol-5-yl)acetyl] amino] -N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(3,5-Dimethoxyphenyl)acetyl]amino]-N-(2,6-dimethylphenyl^ 
benzothiazolecarboxamide; 

2-[(Cyciopropylacetyl)ainino]-N-(2,6-diinethylphenyl)-6- 
bezizothiazolecarboxamide; 

N-(2,6-Dimethylphenyl)-2- [[[2. 
(phenylmethyl)cyclopropyl] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2,6-Dimethylphenyl)-2-[[[2- 
(trimethylsilyI)cyclopropyl]carbonyl]amino]-6- 
benzothiazolecarboxamide ; 

2-((Cyclopropylcarbonyl)amino]-N-(2,6-dmiethylphenyl)-6- 
benzothiazolecarboxamide; 

N-(2,6-Dimethylphenyl)-2-[[(2-methylcyclopropyl)carbonyl]amino]- 
6-benzothiazolecarboxamide; 

trans-N-(2,6-Dimetliylphenyl)-2-[[(2- 
phenylcyclopropyl)carbonyl]amino]-6-benzotliiazolecarboxamide; 

N-(2,6-Dunethylp]ienyl)-2-[[[l-(4- 
methylphenyl)cyclopropyi]carbonyl]amino]-6-benzothiazolecarboxamide; 

2-[ni-(4-Chlorophenyl)cyclopropyl]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

[l-[[[6-[[(2,6-Dimethylphenyl)amino]carbonyl]-2- 
benzotliiazolyl] amino] carbonyl] cyclopropyljcarbamic acid 1,1- 
dimethylethyl ester; 

(lS-cis)-2-[[[2,2-Dimethyl-3-(2-methyH- 

propenyl)cyclopropyl]carbonyl]amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide ; 

N-(2,6-Dimethylphenyl)-2-[[[l-(4- 
metlioxyplienyDcyclopropyl] carbonyl] amino]-6- 
benzotliiazolecarboxamide; 
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N-(2,6-Diinethylphenyl)-2-[I(l-phenylcyclopropyl)carbonyl]ammo]- 
6-benzothia2olecarboxainide; 

N-(2,6-Dimethylphenyl)-2-[[(2-formylcyclopropyl)carbonyl]amino]- 
6-benzothiazolecarboxamide; 

2-[[[6-[[(2,6-Dimethylphenyl)amino]carbonyl]-2' 
benzothiazolyl] amino] carbonyllcyclopropanecarboxylic acid ethyl ester; 

24[(2-Cyanocyclopropyl)carbonyllamino]-N-(2,6-diinethylphenyl)- 
6-benzothiazolecarboxainide; 

2- [[[6- [ [(2,6-Dimethylphenyl)ainino] carbonyl] -2- 
benzothiazolyl] amino] carbonyl] - l-metliylcyclopropanecarboxylic acid 
methyl ester; 

(lS-trans)-2-[[[2,2-Dimethyl-3-(2-methyH- 
propenyl)cyclopropyl]carbonyl]amino]-N-(2,6-dimethylphenyI)-6- 
benzothiazolecarboxamide; 

N-(2,4,6-Trimethylphenyl)-2-[[[2- 
(trimethylsilyl)cyclopropyl] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

2-[[(2-Methylcyclopropyl)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

trans-2-[[(2-Phenylcyclopropyl)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[6-[[(2,4,6.Trimethylphenyl)amino]carbonyl]-2- 
ben2othiazolyl]amino]carbonyl]cyciopropanecarboxylic acid ethyl ester; 

[l-I[[6-[i(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]amino]carbonyl]cyclopropyl]carbamic acid 1,1- 
dimethylethyl ester; 

(lS-trans)-2-[[[2,2-Dimethyl-3-(2-methyH- 
propenyl)cyclopropyl]carbonyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

(lS-cis)-2-[[[2,2-Dimethyl-3-(2-methyl-l- 
propenyl)cyclopropyl]carbonyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(l-Phenylcyclopropyl)carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2- [ [(2-Fonnylcyciopropyl)carbonyl] amino] -N-(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

2-[[(2-Cyanocyclopropyl)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-ben2othiazolecarboxamide; . 
5 2-[[[6-([(2,4,6-Triinethylphenyl)ainino]carbonyl]-2- 

benzothiazolyl] amino] carbonyl] - l-methylcyclopropanecarboxylic acid 
methyl ester; 

2-[[[2-(Phenylmethyl)cyclopropyl] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
10 2-[[[l-(4-Methylphenyl)cyclopropyl]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[l-(4-Chlorophenyl)cyclopropyl]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[l-(4-Methoxyphenyl)cyclopropyl]carbonyl]amino]-N-(2,4,6- 
15 trimethylphenyl)-6-ben2othiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2.[[[[2-(l. 
piperidinyDethyl] amino] carbonyl] amino]-6-benzothiazolecarboxamide ; 

N-(2-Chloro-6-methylphenyl)-2-[[[[(2- 
chlorophenyDmethyl] amino] carbonyl] amino] -6- 
20 benzotliiazolecarboxamide; 

N-(2.Chloro-6-methylphenyl).2.[[[[(2- 
fluorophenyl)metliyl]amino]carbonyl]amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[(2. 
25 phenoxyetliyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

2-[[[(Benzo[b]thiophen-3-ylmethyl)amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

(R)-N-(2-Chloro-6-methyiphenyl)-2-[([(2-hydroxy-l. 
phenylethyl)amino]carbonyl]amino]-6-benzothia2olecarboxamide; 
30 N-(2-Chloro-6-methylphenyl)-2-[[[[[4- 

(dimethylamino)phenyl] methyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide ; 

(S)-N-(2-Chloro-6-methylphenyl).2-[[[(2-hydroxy-l- 
phenylethyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
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N-(2-Chloro-6-methylphenyl)-2-[[[[(4. ^ 
nitrophenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2-(l- 
5 pyrrolidinyDethyl] amino] carbonyl] amino] -S-benzothiazolecarboxamide; 

N-(2-Chloro-6.metliylphenyl)-2'[[[[[4- 

(trifluoromethoxy)plienyl)methyl]amino]carbonyl]amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2.[[[[2-(2- 
10 pyridinyl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
N-(2-Chloro-6-methylphenyl)-2-[[[(2- N-(2-Chloro-6- 

methyiphenyl)-2-[[[(3-pyridinylmethyl)amino]carbonyl]amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-([I(4- 
15 P3^dinylmethyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
N-(2-Chloro-6-methylphenyl)-2-[[[[(3- 
chlorophenyDmethyl] amino J carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[[[(2,3- 
20 dichlorophenyl)methyl]amino]carbonyl]amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-(i[[(3,4- 
difluorophenyl)methyl]ainino]carbonyl]aminoJ-6- 
benzothiazolecarboxamide; 
25 N.(2-Chloro-6-methylphenyl).2-[[[[(2,6- 

dimethoxyphenyl )methyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[(2- 
ethoxjrphenyDmethyl J amino] carbonyl] am ino] -6- 
30 benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyi)-2-[[[[(2,3-dihydro-l,4-benzodioxin-2- 
yDmethyl] amino] carbonyl] amino] -6-benzothiazQlecarboxamide; 
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N-(2-Chloro-6-methylphenyl)-2-[[[[2-(3- 
iiiethoxyphenyl)ethyl]ainino]carbonyl]amino]-6- 
benzothiazolecarboxamide ; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2-(4- 
5 methoxyphenyl )ethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[[[(2- 
methylphenyDmethy 1] amino] carbonyl] amino] -6- 
benzo thiazo lec arb oxami de ; 
10 N-(2-Chloro-6-methylphenyl)-2-[([[(3- 

methylpheny Dmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyI)-2-[[[[(5-methyl-2- 
furanyl)methyl]amino}carbonyl]amino]-6-benzothiazolecarboxamide; 
15 (S)-N-(2-Chloro-6-methylphenyl)-2.I[[[l.(hydroxymethyl)-2- 
phenylethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2- 
(phenylamino)ethyl]amino]carbonyl]amino]-6- 
benzothiazolecarboxamide; 
20 N.(2-Chloro-6-methylphenyl)-2-[[[{2- 

thienyImethyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2.Chloro-6-methylphenyl).2-[[[[2-(lH-indol-3- 
yl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

2-[[[[(4-Aminophenyl)methyl] aminojcarbonyl] amino] -N-(2-chloro- 
25 6-methylphenyl)-6-benzothiazolecarboxamide; 
N-(2-Chloro-6-methylphenyl)-2- 
[[[(diphenylmethyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

(lR-exo)-2-[[(Bicyclo[2.2.1]heptan-2-ylamino)carbonyl]amino]-N- 
(2-chloro-6-methylphenyl)-6-ben20thiazolecarboxamide; 
30 N-(2-Chloro-6-methylphenyl)-2-[[[[(4- 

chlorophenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro«6-methylphenyl)-2-[[[[l-(4- 
chlorophenyl)ethyl]amino]carbonyl]aminol-6-benzothiazolecarboxamide; 
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(R)-N-(2-Chloro-6-methylphenyl).2-[[I[l-(4- 
methylphenyDethyl] amino] carbonylj amino] -6- 
benzotliiazolecarboxamide; 

(S)-N-(2-Chloro-6-methylphenyl)-2-[[[[l-(4- 
5 me tliylplienyDetliyl] amino) carbonyl] amino] -6- 
benzothiazolecarboxamide ; 

N-(2-Chloro-6-methylphenyl)-2-[[[[(4- 
fluoropheny Dm ethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
10 N-(2-Chloro-6-methylphenyl)-2-[[[(l-(4- 

fiuorophenyl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[[(2- 
furanylmetliyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
N-{2-Chloro-6-methylphenyl)-2-[[[[l-(4- 
15 methox3TDlienyl)ethy 1] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

(S)-N-(2-Chloro-6-methylphenyl)-2-[[I(l- 
plienyletliyDamino] carbonyl] amino] -6-benzotIiiazolecarboxamide; 
a-[[[[6-[[(2-Cliloro-6-met]iylphenyl)amino]carbonyl]-2- 
20 benzotliiazolyl]amino]carbonyl]amino]benzeneacetic acid ethyl ester; 
N-(2-Chloro-6-methylphenyl)-2-[[[[2-(4-methylphenyl)-l- 
phenylethyl] amino] carbonyl) amino] -6-benzothiazolecarboxamide ; 

(R)-N-(2-Chloro-6-methylphenyl)-2-l[[(l- 
phenylpropyDamino) carbonyl] amino] -6-benzothiazolecarboxamide ; 
25 N>(2-Chloro-6-methylphenyl)-2-[[[[(4- 

methylphenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

(R).N-(2.Chloro-6.methylphenyl)-2-[[[[l-(4- 
nitrophenyl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
30 N-(2-Chloro-6-methylphenyl)-2-[[[[(4- 

chloropheny 1 )pheny Imethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2- 
(phenylthio)ethyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide; 
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2-[[[[(2-Bromophenyl)methyl]amino]carbonyl]ainino]-N-(2-chloro- 
6«methylphenyl)-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2-(3- 
fluorophenyDethyl] amino] carbonyl] amino]-6-benzothiazolecarboxamide; 
5 N-(2-Chloro-6-methylphenyl)-2-[[[[[4- 

(trifluoromethyl)phenyl]methyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

2- [ [[ [(3-Bromophenyl)metliyl] amino] carbonyl] amino] -N-(2-chloro- 
6-methylphenyl)-6-benzothiazolecarboxamide; 
10 2-[[[[(4-Chloro-2-fluorophenyl)methyl] amino] carbonyl] amino] -N- 

(2-chioro-6-methylphenyl)-6-benzothia2olecarboxamide; 

2-[[[(2-AminO"2-oxo-l-phenylethyl)amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarbox£anide; 

N-(2-Chloro-6-methylphenyl).2.[[[l3-(lH-imida2oH- 
15 yDpropyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[(2,4- 
dimethox3rphenyl)methyl]amino]carbonyllamino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[(3.chloro-4- 
20 methylphenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide ; 

2-[[[[(3-Chloro-4-fluorophenyl)methyl]amino]carbonyl]amino]-N- 
(2-chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[(2-Chloro-6-fluorophenyl)metliyl]amino]carbonyl]amino]-N- 
25 (2-chloro-6-methylphenyl)-6-benzothiazolec£u:boxamide; 

2-[[[[(2-Chloro-4-fluorophenyl)methyl]amino]carbonyllamino]-N- 
(2-chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

N-(2-C]iloro-6-methylphenyl).24[[[(3,5- 
difluorophenyDmethyl] amino] carbonyl] amino] -6- 
30 benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[[[(2,5- 
dimethox3T)henyl)methyl]amino]carbonyl]amino]-6- 
benzothiazolecarboxamide; 
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N-(2-Chloro-6-methylphenyl)-2-[[[[(3,5- 
dimethylphenyDme thyl] amino] carbonyl] amino] -6- 
benzotliiazolecarboxamide; 

N.(2-Chloro>6-met]iylphenyl)-2-[[[[(3,4- 
5 dimethoxjrphenyDmetliyl] amino] carbonyl] amino] -6- 
benzotliiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-([[[(3,5- 
dimethoxyplienyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
10 N-(2-Chloro-6-methylphenyl)-2-[[[[[4-(l- 

methylethyDphenyl] methyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[[4-(l,2,3-thiadiazol.4- 
yl)phenyl]methyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide; 
15 N-(2-Chloro-6-methylphenyl)-2-[l[[2-(2- 

chlorophenyDethyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide ; 

N-(2-Chloro-6.methylphenyl)-2-[[[(l.methyl-l- 
phenylethyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
N-(2-Chloro-6-methylphenyl)-2-[[[({2,5- 
20 dichlor ophenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N.(2-Chloro-6-methylphenyl)-2-[[[[(2,4. 
dimethylphenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
25 N-(2-Chloro-6-methylphenyl)-2-[[[[l-(l- 
naphthalenyDethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-I[[[(3,4,5- 
trimethoxyphenyDmethyl] amino] carbonyl] amino] -6- 
30 benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[I[((2,4,6- 
trimethoxjrphenyDme thyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
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2- [[[[(4-Broinophenyl)methyl] aminojcarbonyl] amino] -N-(2-chloro- 
6-inethylphenyl)-6-ben2othiazolecarboxamide; 

[lR-(endo,endo)]-3-[[[[6-[[(2-Chloro-6. 
methylphenyDamino] carbonyl]-2- 

5 benzothiazolyl]ainino]carbonyl]aniino]bicyclo[2.2.1]hept-5-ene-2- 
carboxylic acid ethyl ester; 

[lS-(exo,exo)]-3-[[[[6-[[(2-Chloro-6-methylphenyl)amino]carbonyl]- 
2-beiizothiazolyl]amino]carbonyllainino]bicyclo(2.2.1]heptane-2- 
carboxylic acid ethyl ester; 

10 [lR-(exo,exo)]-3-[[[[64[(2-ChIoro-6-methylphenyl)ainino]carbonyl]- 
2-benzothiazolyl]amino]carbonyl]ainino]bicyclo[2.2.1]hept-5-ene-2- 
carboxylic acid ethyl ester; 

[lR-(endo,endo)].N.(2-Chloro-6-methylphenyl)-2-[[[[3- 
(hydroxymethyDbicycio [2.2. l]hept-5-en-2.yl]ainino]carbonyl] amino] -6- 
15 benzothiazolecarboxamide; 

[lS-(endo,endo)]-N-(2-Chloro-6-methylphenyl)-2-[[[[3- 
(hydroxymethyl)bicycio [2 .2. l]heptan-2-yl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

[lR-(exo,exo)]-N-(2-Chloro-6-methylphenyl)-2-[[[[3- 
20 (hydroxymethyl)bicyclo[2.2.1]heptan-2-yl]amino]carbonyl]amino]-6- 
benzothiazolecarboxamide ; 

N-(2-Chloro-6-methylphenyl)-2.[I[[(3- 
fluor ophenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
25 N-(2-Chloro-6-methylphenyl).2-[[[l(2- 

methoxyphenyDmethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

(exo,exo)-2-[[[[3-(Aminocarbonyl)bicyclo[2.2.1]hept-5-en-2-. 
yl]amino]carbonyl]amino]-N-(2-chloro-6-methylphenyl)-6- 
30 benzothiazolecarboxamide; 

{S)-N-(2-Chloro.6-methylphenyl)-2-[[[Il-(l. 
naphthalenyDethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
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N-{2-Chloro-6-methylphenyl)-2-[[[[[3- 
(trifluoromethyl )ph€nyl] methyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2- 
5 [[[(plienylmethyl)amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
(endo, endo )-2- [ [ [ [3-( Aminocarbonyl )bicyclo [2.2.1] hept-5-en-2- 
yl] amino] carbonyl] amino] -N-(2-chloro-6-met]iylphenyl)-6- 
benzothiazolecarboxamide; 

N-(2.Chloro-6-methylphenyl)-2-[[[[l.(4- 
10 hydrox5rphenyl)ethyl] amino] carbonyl] amino]-6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[(2,6- 
difluorophenyDmethyl] amino] carbonyl] amino] -6- 
benzotliiazolecarboxamide ; 
15 N-(2-Chloro-6-methylphenyl)-2-[[[[(2,3- 

dimethylplienyl)methyl] amino] carbonyl] aminol-6- 
benzotluazolecarboxamide; 

(R)-N-(2.Chloro.6-methylphenyl)-2-[[[Il-(l- 
naphthalenyDethyl] amino] carbonyl] amino] -6- 
20 benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2- 
(dimethylamino)etliyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxaimide; 

N-(2-Chloro-6-methylphenyl)-2.[[[[l,l-dimethyl-2- 
25 (dimethylamino )ethyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[l-(phenylmethyl)-4- 
piperidinyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
N-(2-Chloro-6-methylphenyl)-2.[[[[3-(2-methyl-l- 
30 piperidinyDpropyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide ; 
N-(2-Chloro-6-methylphenyl)-2-[[[[2-(l-methyl-2- 
pyrrolidinyl)ethyl]amino]carbonyl]amino]-6-benzotliiazolecarboxamide; 
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N-(2-Chloro-6-methylphenyl)-2-[[[[3-(4- 
morpholinyl)propyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chioro-6-methylphenyl)-2-[[[[l-(phenylmethyl)-3- 
5 pyrrolidinyl] amino] carbonyl]amino] -6-benzothiazolecarboxamide; 

N-(2-Chioro-6-methylphenyl).2-([[[3- 
(diethylamino)propyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2.[[[[3-(4-methyl-l- 
10 piperazinyDpropyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[2-(l- 
piperazinyDethyl] amino] carbonyl] amino] -B-benzothiazolecarboxamide; 

N-(2-Chloro-6-methyiphenyl)-2-[[[[2-(4- 
morpholinyl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 
15 N-(2-Chloro-6-methylphenyl)-2.[[K2,2,6,6-tetramethyl-4- 
piperidinyDamino] carbonyl] amino]-6-benzothiazolecarboxamide; 

(R)-N-(2-Chloro-6-methylphenyl)-2-[f[[l-(phenylmethyl)-3- 
pjnrolidinyl] £maino] carbonyl] amino]-6-benzothiazolecarboxamide; 

(S)-N-(2.Chloro-6-methylphenyl)-2-[([[l-(phenylmethyl)-3- 
20 pyTrolidinyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[3-(l- 
piperidinyl)propyl]aminolcarbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[I3-(l- 
pyrrolidinyDpropy 1] amino] carbonyl] amino] -6- 
25 benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[Il-(2- 
pyridinyl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[[[l-(3- 
pjn^dinyDethyl] amino] carbonyl] amino] -6-benzothiazolecarboxanude; 
30 N-(2-Chloro-6-methylphenyl)-2-[[[[3-(2-oxo-l- 
pyrrolidinyDpropyl] amino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 
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4-[[[[6-[[(2-Chloro-6-methylphenyl)aminolcarbonyl]-2- 
benzothiazolyl]amino]carbonyl]amino]-l-piperidinecarboxylic acid ethyl 
ester; 

(S)-2-[[[[l-{4-Bromophenyl)ethyl]amino]carboiiyl]ainino]-N-(2- 
5 chloro-6-methylphenyl)-6-benzothiazolecarboxainide; 
(lS-cis)-2-[[[[2- 

(AminocarbonyDcyclohexyl] amino] carbonyl] amino] -N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[3-(lH-Azepin-l-yl)propyl]amino]carbonyl]amino]-N-(2-chloro- 
10 6-methylphenyl)-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylplienyl)-2-[[[[2,2-dimethyl-3- 
(dimethylamino)pr opyl] gunino] carbonyl] amino] -6- 
benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[(3- 
15 pyiTolidinylamino)carbonyl]amino]-6-benzotliiazolecarboxamide; 

4-[I[[[6-[[(2-Chloro-6-methylphenyl)amino]carbonyl]-2- 
benzothiazolyl]amino]carbonyl]amino]methyl]benzoic acid; 

N.(2-Chloro-6-methylphenyl).2.[[(3- 
P3nridinylamino)carbonyl]amino]-6-benzotluazolecarboxamide; 
20 N-(2-Chloro-6-methylp]ienyl)-2-[[(4- 

P3rridinylamino)carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl).2-[[([2-(lH-pyiTol-3- 
yl)ethyl]amino]carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylphenyl)-2-[[(2- 
25 pyridinylamino)carbonyl]amino]-6-benzothiazolecarboxamide; 

N-(2-Chloro-6-methylp]ienyl)-2-([(2- 
pyrimidinylaznino)carbonyl]amino]-6-benzothiazolecarboxamide; 

4-[[[I[6-[[(2-Chloro-6-methylphenyl)ainino]carbonyl].-2- 
benzothiazolyl]amino]carbonyllainino]methyl]benzoic acid methyl ester; 
30 N.(2-Chloro-6-methylphenyl).2-[[[[(l.ethyl-2- 
pyrroUdinyl)methyl]amino]carbonyl]amino)-6- 
benzothiazolecarboxamide; 
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N-(2-Chloro-6-methylphenyl)-2-[[[[2-[(5-nitro-2- 
pyxidinyDamino] ethyl] amino] carbonyl] amino] -6- 
benzo tiiiazolecarboxamide ; 

N.(2-Chloro-6-methylphenyl)-2-[[[(l.ethyl-3- 
5 piperidinyDamino] carbonyl] amino] -S-benzotliiazolecarboxamide; 

N.(2-Chloro-6-methylphenyl)-24[[[2-(6-fluoro-lH-indol-2- " 
yDethyl] amino] carbonyl] amino] -6-benzothiazolecarboxamide; 

trans-N-(2-.Chloro-6-methylphenyl)-2-[[[2-[4-(l,l- 
dimethylethyDphenyl] cyclopropyl] carbonyl] amino] -6- 
10 benzothiazolecarboxamide; 

trans-N-(2-Chloro.6-.methylphenyl)-2-[[[2-(4- 
ethoxyphenyDcyclopropyl] carbonyl] amino] -6-benzothiazolecarboxamide; 

trans-N-(2-Chloro-6-methylphenyl)-2-[[[2-(4- 
fluorophenyl)cyclopropyl]carbonyl]amino]-6-benzothiazolecarboxamide; 
15 trans-N-(2-Chloro-6-methylphenyl)-2-[[[2-[4-(l- 
methyletliyl)phenyl]cyclopropyl]carbonyl]amino]-6- 
benzothiazolecarboxamide; 

trans-N.(2-Chloro-6-methylphenyl)-2-[[[2-[4- 
(trifluorometliyl)phenyl]cyclopropyl]carbonyl]amino]-6- 
20 benzotliiazolecarboxamide; 

trans-N-(2-Chloro-6-methylphenyl)-2-[[[2-(4- 
nitrophenyl)cyclopropyl]carbonyl]amino]-6-benzothiazolecarboxamide; 

trans-N-(2-Cliloro-6-methylphenyl)-2-[[[2-(4- 
cyanophenyl)cyciopropyl]carbonyl]amino]-6-benzothiazolecarboxamide; 
25 trans-2-[[(2-[l,l'-Biphenyl]-4-ylcyclopropyl)carbonyl]amino]-N-(2- 
cliloro-6-metliylphenyl)-6-benzothiazolecarboxamide; 

trans-2-[[[2-(l,3-Benzodioxol-4-yl)cyclopropyl]carbonyl]amino]-N- 
(2-chloro-6-methylphenyl)-6-benzothia2olecarboxamide; 

trans-N-(2.Chloro-6-methylphenyl)-2-I[[2-(3- 
30 chlorophenyl)cyclopropyl]carbonyl]amino]-6-benzothiazolecarboxamide; 

trans.N-(2-ChlorO"6-methylphenyl)-2.[[[2.(3- 
cyanophenyDcyclopr opyl] carbonyl] amino] -6-benzothiazolecarboxamide; 
and 
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trans-N-(2-Chloro-6-methylphenyl)-2-[[[2-(3- 
nitrophenyl)cyclopropyl]carbonyl]aminol-6-benzothiazolecarboxamide. 

43. A compound of claim 41, which compoxmd of the formiila I 
5 or salt thereof is selected from the group consisting of: 
[6-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

2-Amino-N-(2,4,6-trimethylphenyl)-6-ben2othiazolecarboxamide, 
trifluoroacetate (1:1); 

10 2-(Acetylamino)-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-(Benzoylamino)-N-(2,4,6-trimethylphenyi)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxopropyl)amino]-N-(2,4,6-trimethylphenyl).6- 
15 benzothiazolecarboxamide; 

2-[(l-Oxobutyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide ; 

2-I[[(l,l-Dimethylethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
20 2-[[[Bis(l-methylethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

[6-Bromo-4-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[4-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
25 benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

[6-Bromo-7-I[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic add, 1,1-dimethylethyl ester; 

[7-[[(2,4,6-Trimethylphenyl)amino]carbonyll-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 
30 [6-Bromo-5-[[(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

[5-[[(2,4,6-Trimethylphenyl)amino)carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 
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2-[[[Phenyiamino]carbonyl]ainino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[[(Phenyiinethyl)aininojcarbonyl]amino]-N-(2,4,6- 
trimethylphenyD-S-benzothiazolecarboxamide; 

2-[[[Ethylamino]carbonyi]amino]-N-(2,4,6-trimethylphenyl)-6-. 
benzothiazolecarboxamide; 

2-[[(Butylamino)carbonyi]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

24[(Cyclopropylaiiiino)carbonyl]amino]-N-(2,4,6-triinethylphenyl)- 
6-benzothiazoiecarboxamide; 

(R)-2- [[[[(3,3-Dimethyicyciohexyl)inethyl] amino] carbonyl] amino] - 
N-(2,4,6-trimethylphenyl)-6-benzotliiazoiecarboxamide; 

2-[[[(4-Methylcyclohexyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-II[(Cyclohexylmethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimet]iylphenyl)-6-benzothiazolecsu:boxamide; 

2-I[[(2,3-Dihydro-lH-inden-l-yl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[((l-Naphtlialenyhnethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(lH-Imidazol.4.yl)ethyllamino]carbonyl]amino]-N.(2,4,6- 
trimethylphenyl)-6-benzothiazoiecarboxamide; 

2-[[[[(Tetrahydro-2-furanyl)metiiyl]amino]carbonyl]amino]-N- 
(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-<5-Met]ioxy-lH-indol-3-yl)ethylJamino]carbonyl]amino]-N- 
(2,4,6-trimet]iylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(4-]VIorpholinyl)ethyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethyIphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(2-Pyridinyl)ethyl]amino]carbonyl]amino].N-(2,4,6- . 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(l,l,3,3-Tetramethylbutyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[IKl,l-Diinethyl-propyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
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2-[[[(l,5-Dimethylhexyl)ainino]carbonyl]ainino]-N-(2,4,6- 
triznethylphenyl)-6-benzothiazolecarboxainide; 

2- [ [(Cyclopentylamino)carbonyl]amino]-N-(2,4,6-triinethylphenyl)- 
G-benzothiazolecarboxamide ; 
5 2-[[[(l,l-Dimethyl-2-hydroxyethyl)aimno]carbonyl]ainmo]-N-^ 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2- [ [[[(S-MethoxjrphenyDmethyl] amino] carbonyl] amino] -N-(2,4,6- 
trimetliylphenyl)-6-benzot]iiazolecarboxamide; 

2-[[[[(3-]V[etliylphenyl)methyl]amino]carbonyl]amino]-N-(2,4,6- 
10 trimetliylphenyl)-6-benzothiazolecarboxamide; 

2- [ [[[(4-Chloro phenyl )methyl] amino] carbonyl] amino] -N-(2,4,6- 
trimetliylphenyl)-6-benzotliiazolecarboxamide; 

2-[[[[2-(4-Methox3rphenyl)ethyl]amino]carbonyl]amino]-N-(2,4,6- 
trimetliylphenyl)-6-ben2othiazolecarboxamide; 
15 2-[[(2-Prop3niyiamino)carbonyl]amino]-N-{2,4,6-trimethylphenyl)- 
6-benzothiazoIecarboxamide; 

2-[[(2-Propenylamino)carbonyl]amino]-N-(2,4,6-trimetliylplienyl)- 
6*benzothiazolecarboxamide; 

2-[[ [O-PlienylpropyDamino] carbonyl] amino] -N-(2,4,6- 
20 trimethylp]ienyl}-6-benzothiazoiecarboxaznide; 

2-t[[[l-(Hydrox3nDaetliyl)cyclopentyl]aminoJcarbonyl]aimno]-N- 
(2,4>6-trimet]iylp]ienyl)-6-benzothiazolecarboxamide; 

2-[[[[4-(l,l-Dimetliyletliyl)cycloliexyl]amino]carbonyl]amino]-N- 
(2,4,6-trimethylplienyl)-6-benzothiazolecarboxamide; 
25 2-[I[(l-Propylbutyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(l,3-Dimethylpentyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylp]ienyl}-6-benzothiazolecarboxamide; 

2-[[[I3-(Metliylthio)propyl]amino]carbonyl]amino]-N-(2,4,6- 
30 trimethylphenyl)-6-benzotIiiazolecarboxamide; 

2-[t[[l-(]Metlioxymethyl)propyl)aminoJcarbonyl]aniino]-N-(2,4,6- 
trimethylplienyD-G-benzothiazolecarboxamide; 

24[I[2-(2-Thienyl)ethyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethylplienyl}-6-benzot]iiazolecarboxamide; 
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2- [[ [ [(2,6-Dimethoxyphenyl)methyl] amino] carbonyl] amino] -N- 
(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

(R)-2-[[[[l-(Hydroxymethyl)-2- 
phenylethyl] amino] carbonyl] amino) -N-(2,4,6-trimethylphenyl)-6- 
5 benzothiazolecarboxamide; 

(R)-2-[[[(l-Phenylethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(l-Adamantylamino)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
10 2- [[[[2-(4-Fluorophenyl)-l,l-dimethylethyl] amino] carbonyl] amino] - 

N-(2,4,6-i;rimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[2-(2-Pyridinyloxy)ethyl]amino]carbonyl]amino]-N-(2,4;6- 
trimethylphenyl)-6-benzothiazoiecarboxamide; 

2-[[[(l.Methyl-l-phenylethyl)amino]carbonyl]amino]-N-(2,4,6- 
15 trimethylphenyl)-6-benzothiazolecarboxamide; 

(R)-2-[[[[l-(4-Methylphenyl)ethyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethyIphenyl)-6-benzothia2olecarboxamide; 

2-[[[(l-Methylheptyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyI)-6-benzothiazolecarboxamide; 
20 2-[[[[(4-Methoxyphenyl)methyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyD-G-benzothiazolecarboxamide; 

2-[I[(4-Cyclohexylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[I[(5,6,7,8-Tetrahydro-l-naphthalenyl)amino]carbonyl]amino]-N- 
25 (2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2,3-Dihydro-lH-inden-5-yl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-I[(l,3-Benzodioxol-5-ylamino)carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
30 2-[[(2-Pyridinylamino)carbonyI]amino]-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide; 

2- [[ [(3-Methyl-2-pyridinyl)amino] carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-ben20thiazolecarboxamide; 
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2-[[[(4-Methyl-2"pyridinyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothia2olecarboxainide; 

2-[[[(2-Chloro-5-methylphenyl)amino]carbonyl]aminol-N-(2,4,6- 
trimethylphenyD-e-benzothiazolecarboxamide; 
5 2- [ [ [(2,6-Dichlorophenyi)ainino] carbonyl] amino] -N-(2,4,6- 

trimethylphenyD-S-benzothiazolecarboxamide; 

2- [ [ [(2-Methoxyphenyl )amino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazoiecarboxamide; 

2-[[([l,l'-Biphenyl]-2-ylamino)carbonyl]amino]-N-(2,4,6- 
10 trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2-Benzoylphenyl)aniino]carbonyl]amino]"N-(2,4,6- 
trimetliylphenyl)-6-benzothiazolecarboxamide; 

2-[I [{2-Methylphenyl)amino] carbonyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
15 N-(2,4,6-Trimethylphenyl)-2-[[[(2,4,6- 

trimethylphenyl)amino]carbonylJamino]-6-benzothiazolecarboxamide; 

2-[[[[2-Methyl-6-(l.methylethyl)phenyl]amino]carbonyl]amino]-N- 
(2,4,6-trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(3,5-Difluorophenyl)amino]carbonyl]amino]-N-(2,4,6- 
20 trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(3-Methoxyphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethyiphenyl)-6-benzothiazolecarboxamide; ' 

2-[[[(3-Methylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 
25 2-[[I(4-Cyanophenyl)amino]carbonyl] amino] -N-(2,4,6- 

trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(4-Fluorophenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothia2olecarboxamide; 

2- [ [ [(4-Chlorophenyl)amino] carbonyl] amino] -N-(2,4,6- 
30 trimethylphenyl)-6-benzothiazolecarboxamide; 

4-[I[[6-[[(2,4,6-Trimethylphenyi)amino]carbonyl]-2- 
benzothiazolyl] amino] c£Lrbonyl]amino]benzoic acid, ethyl ester; 

2-[[I(3,4,5-Trimethoxyphenyl)amino]carbonyl)aminoJ-N-{2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 



-206- 



QA207a 



2-[[[(3,4-Dimethox3^henyl)amino]carbonyl]ainino]-N-(2,4,6- 
triinethylphenyl)-6-benzothiazolecarboxainide; 

2- [ [[ [2,6-Bis( 1 -MethylethyDphenyl] amino] carbonyl] amino] -N- 
(2,4,6-trimethylplienyl)-6-benzothiazolecarboxamide; 

2- [[ [(2-Propylphenyl)amino]carbonyl] amino) -N-(2,4,6- 
trimetliylphenyl)-6-benzotliiazolecarboxamide; 

2-[[[(3-Bromo-2,4,6-trimethylphenyl)amino]carbonyl]amino]-N- 
(2,4,6-trimethylphenyl)-6-benzothiazoIecarboxamide; 

2-[[[[2-(4-Morpholinyl)phenyl]amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(3-Bromo-2-methylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(2,6-Dimethoxyphenyl)amino]carbonyl]amino]-N-{2,4,6- 
trimetliylphenyl)-6-benzothiazoiecarboxamide; 

2- [ [[(2-Bromo-5-metiioxyphenyl)amino] carbonyl] amino] -N-(2,4,6- 
trimetiiylphenyl)-6-benzotliiazoiecarboxamide; 

2-[[[(2-Methoxy-6-methylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylplienyl)-6-benzotliiazolecarboxamide; 

2-[[[(2,3-Dimethyl-lH-indol-5-yl)amino]carbonyl]amino]-N-(2,4,6- 
trimetliylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[3-(l,3,4-Oxadiazol-2-yl)phenyl]amino]carbonyl]amino]-N- 
(2,4,6-trimet]iylp]ienyl)-6-benzotliiazoiecarboxamide; 

2-[[[(2-Cliloro-6-methylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimet]iylplienyl)-6-benzothiazolecarboxarQide; 

2-[[[[3-(Methylthio)plienyl]amino]carbonyl]amino]-N-(2,4,6- 
trimetliylphenyl)-6-benzotliiazolecarboxamide; 

2-[[[(4-l\4ethoxy-2-methylphenyl)amino]carbonyl]amino]-N-(2,4,6- 
trimethylplaenyl)-6-benzothiazolecarboxamide; 

2-[[(4-Methoxycyciohexyl)carbonyi]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzotliiazolecarboxamide; 

2-[(2,2-Dimethyl-l-oxopropyl)amino].N-(2,4,6-trimethylphenyD^^ 
benzothiazolecarboxamide; 

2-t(2-Thienylacetyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzotliiazolecarboxamide; 
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2-[(Cyclopropylcarbonyl)ainino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide ; 

2-I(Cyclobutylcarbonyl)amino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(Cyclopentylcarbonyl)ainino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(3-Cyclopentyl-l-oxopropyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-I(l-Cyclopenten-l"ylcarbonyl)amino]-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarbox£unide; 

24(Cyclohexylacetyl)amino]-N-(24,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxo-2-phenylpropyl)amino]-N-(2,4,6-triniethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(2-Metiiyl-l-oxopropyl)ainino]-N-(24,6-trimethylphenyl)-6-- 
benzothiazolecarboxamide; 

2-[(l-Oxo-3-phenox3Tpropyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(l-Oxo-3-phenylpropyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2- [ [3-(2-Methoxyphenyl)-l-oxopropyl] amino] -N-(2 ,4,6- 
trimethylphenyl)*6*benzothiazolecarboxamide; 

2-[[3-(2,3,4-Trimethoxyphenyl)-l-oxopropyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[(l»4-Dioxopentyl)amino]-N-(2,4,6-trimethylphenyl)»6- 
benzothiazolecarboxamide; 

2-I(2-Naphthalenylacetyl)amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2- [[(2-Chloro-6-fluorophenyl)acetyl] amino] -N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

. 2-[I(2-Methylphenyl)acetyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[(3-Methoxyphenyl)acetyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 
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2-[[(4-Chlorophenyl)acetyl]amino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide; 

2- [( l-Oxo-4-pentynyl)ammo] -N-(2 ,4,6-trimethylphenyl)-6- 
benzothiazoiecarboxamide; 

5-Oxo-5-[[6-[[(2,4,6-triinethylphenyl)ainino]carbonyl]-2- 
benzothiazolyl] amino] pentanoic acid, methyl ester; 

2-[(l-Oxohexyl)amino]-N-(2,4,6-trimethylphenyl).6- 
benzothiazolecarboxamide; 

2-[(l"Oxoheptyl)aminoI-N-(2,4,6-trimethylphenyl).6- 
benzothiazolecarboxamide 

2- [ l1-Oxo-4-( 2-thienyl)butyl] amino] -N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecafboxamide ; 

2-[(3-Thienylcarbonyl)amino]-N-(2,4,6-trimetliylphenyl)-6- 
benzotlxiazolecarboxamide; 

2-[[(4-Nitrophenyl)acetyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[[3,5-Bis(trifluoromethyl)phenyllacetyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[2-[4-(2-Methypropyl)phenyl]-l-oxopropyl]aniino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(3-Cyclohexen-l-yl)carbonyl]amino]-N-(2,4,6-trimetliylphenyl)- 
6-benzothiazolecarboxamide; 

2-[[3-(3-Metho^henyl)-l-oxopropyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(2,3,6-Trichlorophenyl)acetyl]amino].N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(l,3-Beiizodioxol-5-yl)ace<yl]aniinol-N-(2,4,6-trimethylphenyl)- 
6-benzothiazolecarboxamide; 

2-([[2-(Phenylmethoxy)phenyl]acetyl]amino]-N-(2,4,6- 
trimetliylphenyl)-6-benzotliiazolecarboxamide; 

2-[[(3,5-Dimethoxyphenyl)acetyl]amino]-N-(2,4,6- 
trimethylphenyD-G-benzotliiazolecarboxamide; 

2-[[3-(l,3-Benzodioxol-5-yl)-l-oxopropyl]amino]-N-(2,4,6- 
trimethylphenyl)-6-benzothiazolecarboxa2nide; 
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2-I[(Tetrahydro-2-fiiranyl)carbonyl]amino]-N-(2,4,6- 
trimethylphenyD-B-benzothiazolecarboxamide; 

2-[[2-(Acetylamino)-l-oxopropyl]ammo]-N-(2,4,6-trimethylphenyl)- 
6-benzotliiazolecarboxainide ; 
5 2- [ [2-(Acetylamiiio)- 1-oxohexyl] amino]-N-(2,4,6-triinethylphenyl)- 

6-benzothiazolecarboxainide; 

2-[(Cyclopropylacetyl)aiiiino]-N-(2,4,6-trimethylpheiiyl)-6- 
benzothiazolecarboxamide; 

N,N-Dimethyl-N'-[64[(2,4,6-trimethylphenyl)amino]carboiiyl]-2- 
10 benzothiazolyljbutanediamide; 

2-I(l-Adamantylcarbonyl)amino]-N-(2,4,6-triinethylphenyl)-6- 
benzothiazolecarboxamide ; 

2-[[(4-Methylcyclohexyl)carbonyl]ammo]-N-(2,4,6- 
trimethyiphenyl)-6-benzothiazolecarboxamide; 
15 2-[(3-Methoxy-l-oxopropyl)ainino]-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide ; 

[6-[[(2,3-Dihydro-lH-inden-5-yl)ainmo]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[(2-Naphthylenylamino)carbonyl]-2-benzothiazolyl]carbamic 
20 acid, 1,1-dimethylethyl ester; 

[6-[[(3-Hydroxy-2-naphthalenyl)aimiio]carbonyl]-2- 
benzothiazoiyljcarbaznic acid, 1,1-diinethylethyl ester; 

[6-[[(2-Fluoro-5-methylphenyl)ainino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 
25 [6-[[(2-Chloro-6-methylphenyl)aininolcarbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-diiKiethylethyl ester; 

[6-[I(2,6-Dimethylphenyl)aiiiino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-diinethylethyl ester; 

[6-[((4-Bromo-2-methylphenyl)amino]carbonyl]-2- 
30 benzothiazolyllcarbamic acid, 1,1-diinethylethyl ester; 

[6-I[(3-Bromo-2,4,6-triinethylphenyl)ainino]carbonyll-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[2,6-Dimethyl-3-(l-methylethyl)phenyl]aixiinoJcarbonylJ-2- 
benzothiazolyllcarbamic acid, 1,1-diinethylethyl ester; 
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[6-[[(2-Broino-4,6-ciimethylphenyl)ainino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-diinethylethyl ester; 

[6-[[(2-MethyI-6-qiunolinyl)ainino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(4-Methoxy-2-naphthaienyl)ainino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-diinethylethyl ester; 

[6-[[(6-Methyl-5-quinolinyl)aniino] carbonyl] -2- 
bezizothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[2-(2-Hydroxyethyl)-6-methylphenyl]aiiiino]carbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2,6-Dimethyl-3-nitrophenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Bromo-3,4,6-trimethylphenyl)aminolcarbonyll-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Acetyl-6-hydroxyphenyl)aminoJcarbonyl]-2- 
benzothiazolyllcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[[4-[[(l,l-Dmiethylethoxy)carbonylJamino]-2,3,5,6- 
tetramethylphenyl]amino]carbonyl]-2-benzothiazolyl]carbamic acid, 
1,1-dimethylethyl ester; 

[6-[[(4-Bromo-2,6-dimethylphenyl)amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

[6-[[I3-AcetylaminoM,6-dimethylphenyl] amino] carbonyl] -2- 
benzothiazolyl}carbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2,6-Dimethoxyphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

[6-[[(2-Methyl-l-naphthalenyl)amino]carbonyl]-2- 
benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

3-[[[2-[[(l,l-Dimethylethoxy)carbonyi]amino]-6- 
benzothiazolyllcarbonyl] amino]-4-methyl-2-thiophenecarboxylic acid, 
methyl ester; 

l6-([(2,4,6-Trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, methyl ester; 

2-[I(Acetylamino)acetyl]amino]-N-(2,4,6-trimethylphenyI)-6- 
benzothiazolecarboxamide; 



-211- 



4 



wo 99/24035 PCTAJS98/23204 



QA207a 



N-(2-Chloro-6-methylphenyl)-24[[{l,l- 
dimethylethyDamino] carbonyl] amino] -6-benzothiazolecarboxamide ; 

N-(2,6-Dichlorophenyl)-2-[[[(l,l- 
dimethylethyDamino] carbonyl] amino] -6-benzothiazolecarboxamide; 
5 N-(4-Bromo-2,6-dimethylphenyl)-2-[[[(l,l- 

dimethylethyl)aminolcarbonyl]amino]-6-benzothiazolecarboxamide; 

N.(4-Carbomethoxy-2,6-Dimethylphenyl)-2-[[[l,l- 
dimethylethoxyJcarbonyl]amino]-6-benzothiazolecarboxamide; 

N-(4-Hydroxymethyl-2,6-Dunethylphenyl)-2-[[[l,l- 
10 dimethylethoxy]carbonyl]amino]-6-benzothiazolecarboxamide; 

[4-]Methyl-6-[[(2,4,6-trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

2-Amino-4-methyl-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide, trifluoroacetate (1:1); 
15 4-Methoxy-[6-[[(2,4,6-trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 

2-Amino-4-methoxy-N-(2,4,6-trimethylphenyl)-6- 
benzothiazolecarboxamide, trifluoroacetate (1:1); 

2-[[(]VIethylamino)carbonyl]amino]-N-(2,4,6-trimethylphenyl)-6- 
20 benzothiazolecarboxamide; 

2-{[[Methylamino]carbonyl]amino]-4-methoxy-N-(2,4,6- 
trimethylphenyl)-6-benzQthiazolecarboxamide; 

5-Methoxy-[6-[[(2,4,6-trimethylphenyI)amino]carbonyl]-2- 
benzothiazolyl]carbamic acid, 1,1-dimethylethyl ester; 
25 2-Amino-N-(4-N,N-dimethylamino-2,3,5,6-tetramethylphenyl)-6- 
benzothiazolecarboxamide, trifluoroacetate (1:1); 

5-Chloro-[6-[[(2,4,6-trimethylphenyl)amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylethyl ester; 

7-Chloro-l6-[[(2,4,6-trimethylphenyl)amino]carbonyll-2- 
30 benzothiazolyljcarbamic acid, 1,1-dimethylethyl ester; 

2-Amino-5-hydroxy-N-[2,4,6-trimethylphenyl]-6- 
benzothiazolecarboxsonide; 
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5-fe/t-Butoxycarbonyloxy-[6-[[(2,4,6- 
trimethylphenyl)ai2uno]carbonyl]-2-benzothiazolyl]carbainic acid, 1,1- 
dimethylethyl ester; 

2-[[I(14-Dimethylethyl)amino]carbonyl]ainmo]-N-(2,6- 
5 dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[(Cyclopropylammo)carbonyl]amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[I(Cyclopentylainino)carbonyl]amino]-N-(2,6-dimethylphenyl)-6- 
benzothiazolecarboxamide; 

10 2-l[[[l-(ethynyl)cyclohe2yl]ainino]carbonyl]amino]-N-(2,6- 
dimethylpheiiyl)-6-benzothiazolecarboxamide; 

2-[[[(4-Methyl-cyclohexyl)amino]carbonyl]ainino]-N-(2,6- • 
dimethylphenyD-G-benzothiazolecarboxamide; 

2-[[[(2,3-Dihydro-lH-inden-l-yl)ainino]carbonyl]ainino]-N-(2,^ 
15 diiaethylphenyl)-6-benzothiazolecarboxamide; 

2.[[[[2-(m-Imidazol-4-yl)ethyl]amino]carbonyl]ammo]-N-(2,6- 
dimethylphenyD-G-benzothiazolecarboxamide; 

2-[[[I(TelTahydro-2-furanyl)methyl]amino]carbonyl]amino]-N-(^ 
diinethylphenyl)-6-benzothiazolecarboxamide; 
20 2-[[[[2-(5-Methoxy-lH-mdol-3-yl)ethyl]amino]carbonyl]aix^ 
(2,6-dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(l,l-Dimethyl-2-hydroxyethyl)aimno]carbonyl]ainino]-N-(2,6- 
diinethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(l,l-Dimethyl-propyl)aminolcarbonyl]amino]-N-(2,6- 
25 dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[(3-Methoxyphenyl)methyI)amino]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2-[[[[(4-Methoxyphenyl)methyl]amino]carbonyl]ainmo]-N-(2,6- 
diinethylphenyl)-6-benzothiazolecarboxainide; 
30 2-[[(2-Propynylainino)carbonyllamino]-N-(2,6-diinethylphenyl)-6- 
benzothiazolecarboxamide; 

2-[I(2-Propenylamino)carbonyl]aimno]-N-(2,6-diinethylphenyl)-6- 
benzothiazolecarboxamide; 
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2-[[[(3-Phenylpropyl)amino]carbonyl]amino]-N-(2,6- 
dimethylphenyD-e-benzothiazolecarboxamide; 

2- [ [[ [ l-(Hydroxyinethyl)cyclopentyl] amino] carbonyl] amino] -N-(2,6- 
dimetliylplienyl)-6-benzothiazolecarboxamide; 
5 2- [[ [[l-(Methoxymethyl)propyl] amino] carbonyl] amino] -N-(2,6- 

dimethylphenyl)-6-benzotliiazolecarboxamide; 

(R)-2-[[[(l"Phenylethyl)ammo]carbonyl]amino]-N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2- [ [[(3 ,4,5-Trimethoxyphenyl)amino] carbonyl] amino] -N-(2 ,6- 
10 dimethylphenyl)-6-benzotliiazolecarboxamide; 

2- [ [( l,3-Benzodioxol-5-ylamino)carbonyl] amino] -N-(2,6- 
dimethylphenyl)-6-benzothiazolecarboxamide; 

2- [ [[(4-FIuoroplienyl)amino] carbonyl] amino] -N-(2,6- 
dimethylphenyl)-6-benzotliiazolecarboxamide; 
15 2-[[{Cyclopropylamino)carbonyl]amino]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 

2-[[(Cyclopentylamino)carbonyl]amino]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 

2- [ [[ [ l-(ethyny l)cyclohexyll amino] carbonyl] amino] -N-( 2-chloro-6- 
20 methylphenyl)-6-benzothiazolecarboxamide; 

2-[[[(4-Methyl-cyclohexyl)amino]carbonyl]amino]-N-(2-chloro-6- 
methylphenyl}-6-benzothiazolecarboxamide; 

2- [[ ((2,3-Dihydro- lH-inden-l-yl)amino] carbonyl] amino] -N-{2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 
25 2-[I[[2-(lH"Imidazol-4-yl)ethyl]amino]carbonyl]amino]-N-(2-chloro- 
6-methylphenyl)-6-benzothiazolecarboxamide; 

2- [ I [ [(Tetrahydro-2-furanyl)methyl] amino] carbonyl] amino] -N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-I[[[2-(5-]VIethoxy-lH-indol-3-yl)ethylJamino]carbonyl]amino]-N-(2- 
30 chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2- 1 [[(1 ,l-Dimethyl-2-hydroxyethyl)amino] carbonyl] amino] -N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-t[[(l,l-Dimethyl-propyI)amino]carbonyllamino]-N-(2-chloro-6- 
methylphenyl)-6-benzothiazolecarboxamide; 
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2- [ [[ [(3 -MethoxyphenyDmethyl] amino] carbonyl] amino] -N-(2- 
chloro-6-methylphenyl)-6-ben20thia2olecarboxamide; 

2- [ [[ [(4-]VIetlioxyphenyl)metliyl] amino] carbonyl] amino] -N-(2- 
cliloro-6-metliylplienyl)-6-benzotliia2olecarboxamide; 
5 2- [ [(2-Propynylamino)carbonyl] amino] -N-(2-chloro-6- 

methylpiienyl)-6-benzothiazolecarboxamide; 

2-[[(2-Propenylamino)carbonyl]amino]-N-(2-cliloro-6- 
metliylphenyl)-6-benzotliiazolecarboxamide; 

2- [ [ [(3-Plienylpropyl)amino] carbonyl] amino] -N-(2-chloro-6- 
10 methylphenyI)-6-benzotluazolecarboxamide; 

2- [[[[ l-(Hydroxymetliyl)cyclopentyl] amino] carbonyl] amino] -N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[l[l-(Methoxymethyl)propyl]amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-ben2othiazolecarboxamide; 
15 (R)-2-[I[(l-Phenylethyl)amino]carbonyl]aminol-N-(2-chloro-6- 
methylp]ienyl)-6-benzothiazolecarboxamide; 

2-[[I(2,3-DimetliyHH-indol-5-yl)amino]carbonyl]amino]-N-(2- 
chloro-6-methylphenyl)-6-benzothiazolecarboxainide; 

2-[[[(3,4,5-Trimethoxyphenyl)amino]carbonyl]amino]-N-(2-chloro- 
20 6-methylphenyl)-6-benzothiazolecarboxamide; 

2-[[(l,3-Benzodioxol-5-ylamino)carbonyl]amino]-N-(2-chloro-6- 
methylplienyD-G-benzothiazolecarboxamide; 

2-[[[(4-Fluorophenyl)amino]carbonyl]amino]-N-(2-chloro-6- 
met]iylphenyl)-6-benzothieLzolecarboxamide; 
25 2-[I[[(l-methoxycarbonyl)cyclopropyl]amino]carbonyl]amino-N- 
(2y4,6-trimet]iylphenyl)*6-benzothiazolecarboxamide; 

I6-[I[(2,6-Dimethyl-4-phenyl)p]ienyl]amino]carbonyl]-2- 
benzothiazolyUcarbamic acid, 1,1-dimethylet^yl ester; 

I6-[t[(2,6.DimethyM-(2-N,N- 
30 dimethylethoxy)phenyllamino]carbonyl]-2-ben20thiazolyl]carbamic acid, 
1,1-dimethylethyl ester; 

[6-[[[(2,6-Dimethyl-4-(2- 
morpholinoethoxy)plienyl]amino]carbonyl]-2-benzothiazolyl]carbamic 
acid, 1,1-dimetliylethyl ester; 
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2-[(Cyclopropylcarbonyl)amino]-N-(2-chloro-6-methylphenyl)-6- 
benzothiazolecarboxamide; 

2-[(2-Methyl-cyclopropylcarbonyl)amino]-N-(2-chloro-6- 
inethylphenyl)-6-benzothiazolecarboxamide; 
5 2- [(2,2-Dichloro-l-inethyl-cyclopropylcarbonyl)amino] -N-(2-chloro- 

6-methylphenyl)-6-benzothiazolecarboxaimde; and 

2-[(l-Hydroxy-cyclopropylcarbonyl)amino]-N-(2-chloro-6- • 
iQethyIphenyl)-6-benzothiazolecarboxamide. 

10 
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